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The next time one of your patients undergoing drug therapy develops either a skin 
eruption or a systemic reaction you can turn to this new book for immediate help. 
Readily available are answers to such questions as: have other patients reacted to 
this drug? — is the drug usually or only rarely accompanied by a reaction? — what 
is the mechanism of the reaction and what is the course of action likely to be? — 
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the patient be kept on the drug? There is also a clear and practical discussion of the 
allergic mechanisms that bring about both dermatologic and systemic manifestations. 
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6” x 9”, illustrated. $7.50 New! 
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without 


(reserpine CrBA) 


A pure crystalline alkaloid of rauwolfia root 


first identified, purified and introduced by CiBA 


In anxiety, tension, nervousness and mild to severe neu- 


roses—as well as in hypertension—SERPASIL provides 


a nonsoporific tranquilizing effect and a sense Of Well- _ 


being. Tablets, 0.25 mg. (scored) and 0.1 mg. 
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NEW SOLUTIONS 
offer maximum electrolyte selectivity 
with twice the caloric benefits of 5% Dextrose 


Supplementing the clinically-proven advantages of 
Jravert.sM 


e twice as many calories as 5% dextrose, 
in equal infusion time, 
with no increase in fluid volume 

© a greater protein-sparing action 
as compared to dextrose 

e maintenance of epatic function 


these 5 new parenteral solutions*- 
now offer the physician 
a choice of... 


ELEcrp, 
Olvreg s 
Ns 


mEq per 1000 


2.5] 


products of 


BAXTER LABORATORIES, INC. 


Morton Grove, Illinois * Cleveland, Mississippi 
DISTRIBUTED AND AVAILABLE ONLY IN THE 37 STATES EAST OF THE ROCKIES (except in the city of E) Paso, Texas) THROUGH 


AMERICAN HOSPITAL SUPPLY CORPORATION 


GENERAL OFFICES » EVANSTON, ILLINOIS 


Entered as second-class matter, November 16, 1932, at the post office at Boston, Massachusetts, under the Act of 
March 3, 1879. Published weekly at 8 Fenway, Boston 15. Domestic, $8.00 per year. 


‘ 
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0.3% in 0.45% Nec; hiro] 

weight = lent / 
‘a liter 

= Wallet cards available on request 
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Is there a difference between 
ACTH and THE CORTICOSTEROIDS, 
cortisone (compound E) and 
hydrocortisone (compound F)? 


Yes, There Is a Difference— 
and it is clinically significant. 


ACTH is the specific pituitary gland hormone 
which stimulates the adrenal gland to manufacture 
and secrete its more than 30 steroids of which 
cortisone and hydrocortisone are but two. 


Only under the influence of ACTH can the 
function of the adrenal cortex be maintained. While 
prolonged or intense ACTH therapy lessens the 
secretion of pituitary ACTH, the adrenals remain 
functioning and responsive. 


Thus, ACTH therapy is stimulation therapy. 


Corticosteroids, without exception, cannot 
stimulate the adrenal cortex. Administration of 
therapeutic amounts of corticosteroids depress 
pituitary secretion of ACTH. As a result adrenal 
cortical function is lessened, and the adrenal may 
undergo partial or complete functional atrophy. 


Thus corticosteroid therapy causes depression of 
both the pituitary gland and the adrenal cortex. 


HP* ACTHAR® Gel is The Armour Laboratories Brand of 
Purified Adrenocorticotropic Hormone—Corticotropin (ACTH). 


THE ARMOUR LABORATORIES 
A DIVISION OF ARMOUR AND COMPANY « KANKAKEE, ILLINOIS 
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KNOX 


GELATINE U.S. P. 
ALL PROTEIN 


Charles B. Knox Gelatine Co., Inc., Johnstown, N. Y. 


FAT 


on 
the 
outside 


on 
the 
inside 


The reduction of lean body mass... the wither- 


ing away so commonly accepted with aging, rep- | 


resents an extensive loss of body protein.!? This 
condition may also occur with an increase in the 
fat content of the body, so that old people, al- 
though obese, still may hide a considerable reduc- 
tion in lean body mass. Many times they look 
healthy and plump, but often are really suffering 
from reduction of lean body mass. 

One excellent way to supplement the daily in- 
take of protein is the low cost, easy to make, easy 
to take KNOX GELATINE DRINK. The U.S.P., un- 
flavored, all protein, sugarless Gelatine Drink is 
low in sodium, non-allergenic and is in a neutral 
pH range. Only 28 calories to every 7 gram en- 
velope. KNOX GELATINE has been recommended by 
doctors for over 64 years as a dietary supplement 
and source for readily available protein, from 
pediatrics to geriatrics. 


1. C. S. Davidson: Protein Metabolism With Particular Reference 
to Problems of Aging. Symposium on Problems of Geront- 
ology, August 1954, 

2. Brozek, J.: Changes of Body Composition in Man During Ma- 
turity and Their Nutritional Implications, Fed. Proc. 11:784 


(1952). 
8. Monroe, R. T.: Diseases in Old Age, Harvard University Press, 


Cambridge (1951). 


For your patient's protection, be sure you 
specify KNOX, so that the patient does not 
mistakenly get flavored gelatin dessert 
powders, which are 85 per cent sugar. 
Available at grocery stores in 4- 


envelope family size and 32- 
envelope economy size packages. 
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Fine Chemicals 


3 AMERICAN Ganamid company, Fine Chemicals Division, 30 Rockefeller Plaza. New York 20. N.Y. . 


formulas 


Folic Acid, a member of the vitamin B 
complex, is now recognized as being an 
essential nutritional element. It is a vital 
factor in the formation of not only red 
blood cells but all body cells and, there- 
fore, is a contributing factor to nor- 
mal growth. 

During infancy and pregnancy, the need 
for Folic Acid is intensified. Certain 
macrocytic anemias sometimes observed 
during those periods are only one of 
many possible signs of folic acid deficiency, 
all promptly responding to this vitamin. 
Although it is found in a number of 
natural foods, Folic Acid is not usually 
present in abundance. As with other 
vitamins, it may be notably absent from 
certain diets. 

When you prescribe a vitamin prepara- 
tion, particularly for an infant, a growing 
child, or a mother-to-be, remember the 
established importance of Folic Acid and 
specify one of the many products that 
contain it! 

Most leading pharmaceutical manufac- 
turers, recognizing the essential nature of 
Folic Acid, include it in their multi- 
vitamin preparations. This message is 
presented in their behalf. 
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GAN EEN 


Gantrisin plus Penicillin 


response ... rapid 

a synergistic antibacterial 

combination prompts a higher 

and faster rate of therapeutic = : esista nce Bae fa re 
action than obtainable by ae ee 

either component alone. 


resistance ... rare 

combined therapy of sulfonamide 
plus antibiotic minimizes emergence 
of resistant organisms. 


GANTRICILLIN-300. Each tablet provides 0.5 Gm Gantrisin (the single, highly soluble sulfonamide) plus 
300,000 units of crystalline penicillin G potassium. 


GANTRICILLIN (100). Each tablet provides 0.5 Gm Gantrisin plus 100,000 units of crystalline penicillin G 
potassium. 


GANTRICILLIN (acetyl)-200. Each teaspoonful (5 cc) of the cherry-flavored suspension provides 0.5 Gm 
Gantrisin (acetyl) plus 200,000 units of penicillin G potassium. 


GANTRICILLIN®; GANTRISIN®—brand of sulfisoxazole (3,4-dimethyl-5-sulfanilamido-isoxazole) 
GANTRISIN® (acetyl)—brand of acetyl sulfisoxazole (N;-acetyl-3,4-dimethyl-5-sulfanilamido-isoxazole) 


HOFFMANN-LA ROCHE INC ROCHE PARK NUTLEY 10 «+ N.J. 
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NI =VA/- IN THE TOPICAL TREATMENT 


OF ALLERGIC SKIN CONDITIONS 


“TOPICAL LOTION 


ACETATE 
(FLUDROCORTISONE ACETATE, MERCK) 9 ALPHA-FLUOROHYDROCORTISONE ACETATE 


MOST EFFECTIVE 

Therapeutically active in 1/10th the of hydrocortisone (Compound 
MOST ECONOMICAL 

; Superior spreading qualities—a small quantity covers a wide area. 

4 MOST ACCEPTABLE 


Most patients prefer the cosmetic advantages of this. wr Seta 
smooth spreading lotion. 


Supplied in a cosmetically elegant 
base in two concentrations: 0.25% and 
0.1% in 15 cc. plastic squeeze bottles. Es 
( pronounced AL‘-FLOR-OWN ) DIVISION OF MERCK & CO.., inc. 


WEIGHT FOR WEIGHT, THE MOST EFFECTIVE 
ANTI-INFLAMMATORY AGENT YET DEVELOPED FOR TOPICAL USE 
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two important 
new antibiotics 


50 and 100 mg. capsules. Bottles of 25 and 100. 


SQUIBS NYSTATIN 


Broad spectrum antibiotic of choice 


STECLIN 


HYDROCHLORIDE 
SQUIBS TETRACYCLINE HYOROCHLORIOR 
With Steclin, blood levels are fully effective; distribution to 
tissues and body fluids is efficient. e Tetracycline is pre- 
ferred to oxytetracycline or chlortetracycline because the 
incidence of gastrointestinal side effects is much lower. e 
As with all broad spectrum antibiotics, overgrowth of non- 
susceptible organisms (particularly monilia) may occur. 


250 mg. capsules. Bottles of 16'and 100 Minimum adult dose: 250 mg.q.i.d. 


The first safe antifungal antibiotic 


MYCOSTATIN 


Mycostatin is highly effective in the prevention and treatment 
of intestinal moniliasis. It usually eliminates Candida from the 
stool in 24 to 48 hours. e Mycostatin may be used in conjunc- 
tion with broad spectrum antibiotics in order to prevent intes- 
tinal proliferation of Candida occurring during oral admin- 
istration of these compounds. e Mycostatin is virtually non- 
toxic and is compatible with commonly used oral antibiotics. 


500,000 unit tablets. Bottles of 12 and 100 { Usual dose: 500,000 units t.i.d. 
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potentiates narcotics 


for relief of intractable pain 


In cases of intractable pain “Thorazine’ “sig- 
nificantly reduces the patient’s requirement 
for narcotics and provides equal or better 
analgesia than high dosages of narcotics alone”’. 

Sadove et al.: ].A.M.A. 155:626 (June 12) 1954 
Available in 10 mg., 25 mg., 50 mg. and 100 mg. tablets; 
25 mg. (1 cc.) ampuls and 50 mg. (2 cc.) ampuls. 
Information available on request. 


Smith, Kline & French Laboratories 


1530 Spring Garden Street, Philadelphia 1 


° *Trademark for S.K.F.’s brand of chlorpromazine hydrochloride. 
Chemically it is 10-(3-dimethylaminopropyl)-2-chlorphenothiazine hydrochloride. 
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pediatric forms of choice 


of 2 antibiotics of choice 


with these flavor- favorite 


forms of 


Tetracyn 


Brand of TETRACYCLINE 


Oral Suspension (chocolate favored) 
1.5 Gm., in 2 oz. (60 cc.) bottles, 

supplies 125 mg. /5 cc. teaspoonful 
Pediatric Drops (banana flavored) 


1.0 Gm. in 10 cc. bottles with special 
dropper calibrated at 25 and 50 mg. 


\ with these 


dosage forms of choice 


Terramycim 


Brand of oxytetracycline 


Oral Suspension (raspverry favored) 
1.5 Gm., in 1 oz. (30 cc.) bottles, 

supplies 250 mg. / 5 cc. teaspoonful 

Pediatric Drops (raspierry flavored) 


1.0 Gm. in 10 ce. bottles with special 
dropper calibrated at 25 and 50 mg. 


both antibiotics discovered by (Pfizer) PFIZER LABORATORIES, Brookiyn N.Y. 


DIVISION, CHAS, PFIZER & CO, INC 
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The primary concern of the 
dermatologist is embodied in the 
dictum, “Primum Non Nocere,”’ 

meaning “First do no harm.”'* 

A major attribute of Desitin 
Ointment is its non-sensitizing, 
non-irritant, non-toxic** quality 
even when applied over extensive, 
raw skin areas. To soothe, protect, 
lubricate, and accelerate healing 

. without causing “therapeutic” 
or “overtreatment” dermatitis 

...relyon 


OINTMENT 


rich in Cod liver oil 


an diaper rash e wounds (especially slow healing) 


ulcers: (decubitus, varicose, diabetic) @ burns 


dermatoses e rectal irritation 
Tubes of 1 0z., 2 oz., 4 0z., and 1 Ib. jars. 


May we send SarmMmples and literature? 
DESITIN CHEMICAL COMPANY e@ 70 Ship Street, Providence 2, R.I. 


1. Overall, J. C.: Southern M. J, 47:789, 1954. 2. Editorial: New England J. - = 1952. 
4 Grayzel, H. G., Heimer, C. B., and Grayzel R. W.: New York St. J. M. 53:2233, 

4. Heimer, C. B., Grayzel, H. C. and Kramer, B.: Archives of Pediatrics 8.382, 1 Cot 

5. Behrman, H. T., Combes, F. a Bobroff, A, and Leviticus, R.: Ind. Med. & i 18:512, 1949. 
6. Turell, R.: New York St. J. M. 50:2282, 1950. 
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Founded 1879 
RING SANATORIUM 


EIGHT MILES FROM BOSTON 


For the study, care and treatment of emotional, 
mental, personality and habit disorders. 


On a foundation of dynamic psychotherapy all 
other recognized therapies are used as indicated. 


Cottage accommodations meet varied individual 
needs, Limited facilities for the continued care 
of progressive disorders requiring psychiatric, 
medical, or neurological supervision. 

Full resident and associate staff. Courtesy 
privileges to qualified physicians. 


Benjamin Simon, M.D. 
irector 


Cuartes E, Wuite, M.D. 
Assistant Director 
Arlington Heights 


assachusetts 
ARlington 5-0081 


Woodside Cottages 


FRAMINGHAM, Mass. 
A sanitarium specially adapted for nervous 
and convalescent patients who need rest and 
upbuilding in normal surroundings. 
© committed mental cases. 


Artour H. Warp, M.D., Medical Director 


GLENSIDE 


JAMAICA PLAIN, BOSTON, MASS. 
A small, attractively located sanitarium for 
nervous, mild mental or chronic illnesses. 
6 Parley Vale Tel. JA 4-0044 


BALDPATE. Inc. 


GEORGETOWN, MASSACHUSETTS 
Telephone GEO 2131 


Locate in THE or Essex County . 
30 miles north of Boston 


ychoneuroses, personality 


For the treatment of 
coholism and drug addic- 


disorders, psychoses, 
tion. 

Psychotherapy is the basis of treatment; electric 
shock treatments, subcoma and deep coma insulin 
therapy when indicated; sleep treatment for with- 
drawal of narcotics. 

Occupation under a trained therapist, diversions 
and outdoor activities. 


G. M. SCHLOMER, M.D. 
Medical Director 


WISWALL 
SANATORIUM 


203 Grove St., WELLESLEY, Mass. 


For the care of mild mental and nervous 
patients in country surroundings. Small 
grouping allows a homelike atmosphere 
and personal contact. 


E. H. WISWALL, M.D. 
Superintendent 


HALE POWERS, M.D. 
Medical Director 


Tel. WE 5-0261 


DAVID MEMORIAL 
NURSING HOME 


Brook.ine 46, Mass. 


Co: 
Accepted by Blue Cross - Blue Shield 
Prolonged Illness Program 
61 Park Street BE 2-3530 


HANOVER HOUSE, INC. 
West Hanover, Mass. 


A sanatorium in the South Shore Area within 
easy distance from Boston. 


Tel. Rockland 1690 — Quincy Office PR 3-6930 


For the diagnosis and treatment of neurological 
diseases, emotional disturbances and_ personality 
disorders. All modern forms of specialized ther- 
apy (including electroshock) with emphasis on 

ychotherapy; treatment of alcoholism and re- 
fated addictions on most modern, scientifically 
is. Unusually attractive atmosphere, 


” 


approved basis. u i 
singularly free from ‘‘institutionalization. 


Excellent nursing and medical care for limited 
number of chronic patients. 


No committed patients. 
Outpatient treatments for referred cases only. 


S. Neustapt, M.D., Medical Director 
Nevustapt, M.D., Clinical Director 


PERKINS SCHOOL 
Lancaster, Mass. 


Devoted to the scientific understanding and 
education of children of retarded develop- 
ment. Five homelike and attractive buildings 
aie by 85 acres of campus and gar- 


ns. 
Franxun H. Perkins, M.D. 


Ideal for Office Use... 
NEW LOW-PRICED 
UTILITY CART 


New chrome - plated tubular 
steel frame. 


15\% x 24 inch stainless steel 
shelves. 

Raised lip on edges of all 
shelves. 

Ball - bearing swivel casters 
with rubber wheels. 

Two 8 inch wheels for use 
where uneven surfaces may be 
encountered. 

Handies at both ends. 


Model 655 $22.00 


Phone, JAmaica 2-8700 e Ample Parking 


408 South Huntington Avenue 
Jamaica Plain (Boston 30), Mass. 


Albany, New York, Branch 


579 New Scotland Ave. 


Lectures 


Phone, Albany 89-2508 


ANNUAL CLINICAL CONFERENCE 
CHICAGO MEDICAL SOCIETY 


March 1, 2, 3, 4, 1955 
Palmer House, Chicago 


Daily Teaching Demonstrations 


The CHICAGO MEDICAL SOCIETY AN- 
NUAL CLINICAL CONFERENCE should be 
a MUST on the calendar of every physician. 
Plan now to attend and make your reserva- 
tion at the Palmer House. 


Color Telecasts 


| | 
| 
T, NOONAN (i 0. 


ELECTRON PHOTOMICROGRAPH 


Salmonella paraly phi B 32,000 X 


Salmonella paratyphi B (Salmonella schottmuelleri) is a 


. 
Gram-negative organism which causes 


food poisoning » chronic enteritis - septicemia. 


It is another of the more than 30 organisms susceptible to 


PANMYCIN- 


100 mg. and 250 mg. capsutes 


250 mg./tsp. oral suspension (PANMYCIN Readimired ) | | 


“TRADEMARK, REG. U. S. PAT. OFF. 
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TRIGELMA -H. M. 


antispasmodic. antacid: adsorh 
plus + + + 


+ Relative freedom from toxic side effects, 
as dryness of the throat, dilation of pupils, 
and increased heart rate.** 


Synergistic antacid-adsorbent properties. ** 


+ Greater patient acceptability resulting from 
ease of administration and zesty fruit 
flavor.** 


— Secondary acid rise characteristic of 
primary antacids.** 

— Constipating effects.** 

— Interference with iron absorption.** 


STOCKED BY LEADING 
WHOLESALE DRUGGISTS 


TRIGELMA* — H.M. (BUFFINGTON) 
contains homatropine methyl bromide in a 
flavored mixture of concentrated aluminum 
hydroxide gel and magnesium trisilicate. 
Available in liquid and tablet form. 


*TRIGELMA is a registered trade-mark of 


PHARMACEUTICAL CHEMISTS 
ORCESTER 8, MASS. 


+ 


Washingtonian Hospital 
41-43 WALTHAM STREET, BOSTON, MASS. 
Incorporated 1859 


Conditioned Reflex, Antabuse, Adrenal Cortex, Psycho- 
therapy, Semi-Hospitalization for Rehabilitation of Male 
and Female Alcoholics 


Treatment of Acute Intoxication and Alcoholic Psychoses 
Included 


From LONDON .. . An orig- 
inal “‘imported’”’ contribution 
to medical literature! 


BRITISH OBSTETRIC and 


GYNECOLOGIC PRACTICE 


Edited by 
Sir EARDLEY HOLLAND, M.D., F.R.C.S., F.R.C.0.G. 
ALECK BOURNE, M.B., F.R.C.S., F.R.C.0.G. 


NEw! Two distinguished medical editors of London, and 
46 eminent British workers in Obstetrics and Gynecology, 
here present their original work. 

This is a completely new and original work by 46 British 
leaders from every teaching center in England. It truly 
represents British teaching and techniques as practiced to- 
day. 

This new book is being published simultaneously in England 
and America by special arrangement. Only a limited supply 
available. Early ordering is suggested. 

Two Volumes, 2022 Pages 767 Illustrations $29.50 


Outpatient Clinic and Social-Service Department for 
Male and Female Patients 


Joseru Tumann, M.D., Medical Director 


Consultants in Medicine, Surgery and the Other Specialties 
Telephone HA 6-1750 


A Request for Change of Address 


Must reach us at least three weeks before the date of 
issue with which it is to take effect. Duplicate copies 
cannot be sent to replace those undelivered through fail- 
ure to send such advance notice. Please be sure to send 
us the old address. 


NEW ENGLAND JOURNAL OF MEDICINE 
8 Fenway, Boston 15, Mass. 
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Dear Doctor: 


1. 


cerebral tissue. 


constitute adequate dosage. 
concept to a practical trial. 


*Formula (per packet) 
Monosodium levo-glutamate 3.48 Gm. 


Niacin 45.0 mg. 
Thiamine Mononitrate 0.6 mg. 
Riboflavin 0.8 mg. 
Ascorbic Acid 30.0 mg. 
Ferrous Sulfate 11.0 mg. 


Dicalcium Phosphate 910.0 mg. 


"Niacin produces often striking therapeutic effects in...'total 
cerebral decompensation'....A trial with nicotinic acid...is 
always indicated, particularly in elderly patients." (Lehmann, H.: 
Proceedings, 27th Annual Conference, Milbank Memorial Fund, New 


York, Paul Hoeber, Inc., 1952, p. 587.) 
Besides these clinical trials, these facts emerge from basic studies: 


Glutamic acid participates specifically in the nutrition of 


Q-Gilutavite* is indicated in the following geriatric states: weakness and 
fatigue, anorexia, vertigo, insomnia, depression, anxiety, and apathy. 
£ -Glutavite is palatable and taken in vegetable or tomato juice, or 


sprinkled on prepared foods, stimulates the appetite. 
We urge you to put this new biochemotherapeutic 


Sincerely, 


Medical Director 


GRAY PHARMACEUTICAL co., INC. 
Products of Research for Medicine 


SO HUNT STREET. NEWTON S8. MASSACHUSETTS 


A new concept in the treatment of cerebral decompensation in the elderly was 
recently presented at the New England Postgraduate Assembly. By the use of 

the unique metabolic stimulant, 1-Glutavite, you can demonstrate in your own 
practice that a majority of typical geriatric complaints can be alleviated. 
Among many recent clinical observations, certain are especially pertinent: 


After glutamate therapy, "17 out of the 27 patients were improved.... 
Of the 17 who improved, 16 improved in action...patients...on 

occupational therapy do their jobs better...showed more interest 
in their work." (Himwich, HE. et al.: Paper presented at American 
Psychiatric Association meeting, St. Louis, May, 1954.) 


2. Orally, monosodium levo-glutamate raises blood levels of glutamic 
acid much more effectively than the free acid itself. 
3. Niacin has notable vasodilator effects on cerebral circulation. 
4. Thiamine, riboflavin, ascorbic acid and their associated minerals 
are important in cerebral cellular oxidations. 


3 to 5 packets daily 
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DURACILLIN 


(PROCAINE PENICILLIN—G IN AQUEOUS SUSPENSION, LILLY ) 


... 1s preferred by most physicians because of its prompt, 

ample, and sustained penicillin effect. ‘Duracillin A.S.’ is 

available in many sizes and forms—in ampoules, cartrids, 

and disposable syringes. There’s one to meet your par- Litty 


ticular preference. Available at pharmacies everywhere. quay / RESEARCH / INTEGRITY 


ELI LILLY AND COMPANY + INDIANAPOLIS 6, INDIANA, U.S.A. 
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PLEURAL EFFUSION* 


A Statistical Study of 436 Patients 


A* accumulation of fluid in the pleural space is 
frequently the primary manifestation of intra- 
thoracic disease. Less commonly it is one of the 
manifestations of extrathoracic or systemic disease. 
Careful study of a sample of the fluid may establish 
or give a clue to the correct diagnosis. The investiga- 
tion reported in this paper was undertaken primarily 
to determine which examinations of the fluid had 
been of most value in revealing the cause of the 
accumulation of fluid in the pleural space. An inevi- 
table complementary study was a statistical survey 
of the causes of pleural effusion. 

The records of the Mayo Clinic for the years 1950, 
1951 and 1952 were searched for cases of pleural 
effusion in which thoracentesis had been done. The 
only cases excluded were those in which the pleural 
effusion was secondary to some thoracic surgical pro- 
cedure. Four hundred and thirty-six patients were 
included in the study, 56 per cent of these being male 
and 44 per cent being female. 

The effusion was in the right pleural space in 222 
cases (50.9 per cent) and in the left pleural space in 
197 (45.2 per cent); the remaining 17 patients (3.9 
per cent) had fluid in both pleural spaces. Many of 
these patients had undergone more than 1 thora- 
centesis, a total of 724 aspirations having been done. 
In some cases multiple aspirations were done for 
diagnostic studies on the fluid, but in most the addi- 
tional thoracenteses were performed to relieve symp- 
toms due to the accumulation of fluid. 


Causes OF PLEURAL EFFUSION 


The causes of the pleural effusion in these 436 
patients are considered first (Table 1). Neoplasms 
caused the effusion in about half the cases. The 
other half were divided among congestive heart fail- 
ure, infections and miscellaneous and indeterminate 
causes. 


*From the Section of Medicine, Mayo Clinic and Mayo Foundation, 
University of Minnesota Graduate School. 

+Fellow in medicine, 
Graduate School. 

Assistant professor of medicine, Mayo Foundation, University of 
ae Graduate School; consultant, Section of Medicine, Mayo 

nic. 
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Neoplasms 


The group of cases with effusions due to neoplasms 
is further analyzed in Table 2. Only cases with his- 
tologic evidence of a neoplasm were included in this 
group. As was anticipated, carcinoma of the bron- 
chus was the most common neoplastic cause of 
pleural effusion. Carcinoma of the breast was the 
second commonest neoplasm in this group. It was of 
interest that 14 of these patients (26 per cent) had 
the effusion on the side opposite the primary tumor 
of the breast and that 4 more had effusions in both 
pleural spaces. Lymphomas and leukemias were the 
third commonest malignant lesion causing a pleural 
effusion. These three accounted for a little more 
than three fourths of all the effusions due to neo- 
plasms. In 19 cases the primary site was not deter- 
mined, and the remaining 34 were divided as follows: 
ovary, 7; uterus, stomach, kidneys and_ thoracic 
cavity, 3 each; testis, 2; and mouth, larynx, skin, 
finger (x-ray irradiation), thyroid and adrenal 
glands, gall bladder, pancreas, colon, rectum, urinary 
bladder, bony pelvis and fibrous mesothelium, | each. 
The fibrous mesothelioma was the only benign neo- 
plasm producing a pleural effusion in this group of 
cases. 


Congestive Heart Failure 


Forty-four patients had congestive heart failure 
with pleural effusion, the fluid being on the right in 
26 cases and on the left in 17, the remaining patient 
having fluid in both pleural spaces. The causes of 
the cardiac failure are shown in Table 3. 


Infections 


Tuberculosis was the commonest cause of the effu- 
sions in this group (Table 4). Only cases in which 
the diagnosis was proved bacteriologically were in- 
cluded. 

Of the 24 patients with tuberculosis, tubercle 
bacilli were recovered from the fluid in 16, the diag- 
nosis being proved in the others by the recovery of 
the micro-organisms from some other source. In 7 


é 
: 
A 


80 THE NEW ENGLAND JOURNAL OF MEDICINE 


patients the pleural effusion was a complication of a 
therapeutic pneumothorax. 


Miscellaneous 


Fifty-two patients were placed in the miscellaneous 
group, 33 of these having intrathoracic disease and 


TasLe 1. Causes of Pleural Effusion. 
Cause No. or Cases 
Neoplasms 229(52.5%) 
Congestive heart failure 44(10.1%) 
Infections 36 (8.3%) 
Miscellaneous 52(11.9%) 
Indeterminate 75(17.2%) 
Total 436 (100%) 


19 having extrathoracic or systemic disease (Table 
5). 


indeterminate 


Seventy-five cases were placed in the indeterminate 
group. Twenty-six of these patients had roentgeno- 


Taste 2. Neoplasms Causing Pleural Effusion. 


No. or Cases 
95(41.5%) 


Srre on Type or Primary Neopiasm 


Bronchus 


Breast 53(23.1%) 
Lymph & leul 28 (12.2%) 
Miscellaneous sites 34(14.9%) 
Primary site unknown 19(8.3%) 

Total 229(100% 


logic evidence of pulmonary disease and 49 did not. 
None of the effusions were considered to be due to 
tuberculosis since the results of bacteriologic studies 
were negative although some of the patients had a 


Taste 3. Causes of Cardiac Failure Producing Pleural 
Effusion. 
Cause No. or Cases 
Chronic rheumatic heart disease 10( (22.7%) 
Hypertensive heart disease 8(18.2%) 
Calcific aortic stenosis 8(18.2%) 


Coronary heart disease 6(13.6%) 
(with or without infarction) 

Constrictive pericarditis 3(6.8%) 

Acute rheumatic fever 1(2.3%) 

Exophthalmic goiter 1(2.3%) 

Indeterminate 7(15.9%) 
Total 44( 100%) 


positive tuberculin reaction and undoubtedly had 
tuberculosis." Many had clinical evidence of neo- 
plasm but were not accepted for that group, since the 
diagnosis was not proved histologically. 


Jan. 20, 1955 


EXAMINATIONS OF THE FLUID 


As stated above, this study was undertaken to 
determine which examinations of the fluid had been 
of most value in disclosing the cause of the accumula- 
tion of fluid. The records almost always contained 
information about the color, clarity and thickness of 
the fluid and whether or not it was grossly bloody. 
The first three characteristics were of little value 
except to separate the empyemas and the chylous 
fluids from the other effusions. In spite of reports to 


TasLe 4. Infections Causing Pleural Effusion. 


INFECTION No. or Cases 
Tuberculosis 24(66.6%) 
Coccidioidomycosis 1(2.8%) 
Histoplasmosis 1(2.8%) 
Empyema 10(27.8%) 

Total 36( 100%) 


the contrary,’ the presence or absence of blood was 
of little value in indicating the cause of the fluid. 
Only 62 per cent of the bloody fluids were due to a 
neoplasm, the others being caused by congestive 
heart failure, tuberculosis and other conditions. In 
comparison 45 per cent of the nonbloody fluids were 
due to neoplasms. 


TasBLe 5. Miscellaneous Causes of Pleural Effusion. 


Cause No. or Cases 
Intrathoracic 33 
Pulmonary infarction 13 
Postpneumonic serous effusion 7 
Trauma to thorax 5 
Idiopathic pleuropericarditis 5 
3 


Spontaneous hemopneumothorax 


Extrathoracic & systemic 19 
Cirrhosis of liver 
Subdiaphragmatic abscess 
Lupus erythematosus 
Meigs’s syndrome 


Chronic nephritis with nephrosis 
Total 52 


The specific gravity of pleural fluid is usually 
measured and is generally considered to be of value 
in differentiating a transudate due to congestive 
heart failure from an exudate secondary to neoplastic 
disease of the pleura or an infectious process.* The 
specific gravity of 1.016 is commonly accepted as the 
dividing point, fluids with lower values being regarded 
as transudates. Data were available on 32 fluids due 
to congestive heart failure and 137 fluids due to neo- 
plasms and tuberculosis. The percentage distribution 
of these fluids is shown in Table 6. There was a good 
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deal of overlapping, 28.1 per cent of the fluids caused 
by congestive heart failure having a specific gravity 
of 1.016 or more, and 27.0 per cent of those due to 
neoplasms and tuberculosis having a specific gravity 
of less than 1.016. 

The protein content of the fluid appeared to be 
more accurate than the specific gravity in distin- 
guishing the transudates from the exudates. This 
determination was made cn 30 fluids resulting from 
either neoplasms or tuberculosis and 29 of these had 
more than 3.0 gm. of protein per 100 cc. of fluid. In 
contrast, of 8 fluids due to congestive heart failure 
only 2 had more than 3.0 gm. of protein per 100 cc. 
of fluid, and 1 of these fluids was grossly bloody. 

Examination of pleural fluid for malignant cells 
has been of great value in demonstrating the cause 
of the fluid.* In many of our cases the presence of 


TasLe 6. Relation between Etiology and Specific Gravity 
of Pleural Fluid. 


Speciric Gravity 


Speciric Gravity 
1.016 orn More 


Less Tuan 1.016 


NO. OF PERCENTAGE NO. OF PERCENTAGE 


EtroLocy 


CASES CASES 
Congestive heart failure 23 71.9 9 28.1 
Tuberculosis & neoplasms 37 27.0 100 73.0 


malignant cells in the fluid was the only histologic 
proof of the diagnosis. 

Carcinoma cells were found in the pleural fluid in 
54 (59 per cent) of 92 cases of carcinoma of the 
bronchus in which the fluid was examined for malig- 
nant cells. Of the 53 patients with pleural fluid 
secondary to carcinoma of the breast 52 had the 
fluid examined for malignant cells, and 28 (54 per 
cent) were positive. Twenty-three of the patients 
with lymphoma or leukemia had this examination, 
but only 3 (13 per cent) were positive. 

It is assumed that the malignant lesion spread to 
the pleura and thus shed malignant cells into the 


Value of Examining Multiple Specimens of Pleu- 


TABLE 7. 
ral Fluid for Malignant Cells. 


Resutt or EXAMINATION No. or Cases 
All specimens negative 14(34.1%) 
All specimens positive 6(14.6%) 
Mixed 21(51.3%) 

Total “41 (100%) 


fluid. It also seems likely that in some cases the 
pleural effusion is secondary to obstructive pneu- 
monitis, and therefore it is not surprising that malig- 
nant cells were not found in many of the fluids. Of 
particular interest were the data in 41 patients 
undergoing two or more thoracenteses. In 14 cases 
none of the fluid examined was found to contain 
malignant cells, and in 6 cases each specimen was 
positive for malignant cells. In the remaining 21 
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cases the results were not consistent, malignant cells 
being found in one of the specimens of fluid but not 
in another (Table 7). These data indicate that it 
would be wise to examine several specimens of 
pleural fluid for malignant cells whenever a pre- 
sumptive diagnosis of a malignant lesion cannot be 
proved by simpler examinations. 

It has been said that it is more difficult to detect 
malignant cells in bloody than in nonbloody fluid. 
Our data do not agree, for malignant cells were 


Taste 8. Relation between the Presence of Blood in Pleu- 
ral Fluid Secondary to Neoplasms and the Detection of Ma- 
lignant Cells in the Fluid. 


Tyre or Frum No. or No. PERCENTAGE. 
EXAMINATIONS Positive Posrtive. 
Bloody 105 58 55.2 
Nonbloody 84 48 57.1 


demonstrated in about the same percentage of the 
bloody fluids due to malignant lesions as in the non- 
bloody fluids in this group (Table 8). This was true 
for each of the subgroups, carcinoma of the bron- 
chus, carcinoma of the breast and primary malignant 
lesion elsewhere. 

Bacteriologic studies of pleural fluid are naturally 
of value in detecting the micro-organism responsible 
for the effusion when it is caused by an infection. 
There were only 10 cases of bacterial empyema, and 
most of these were due to streptococci; 2 were pro- 


Taste 9. Comparative Value of Culture and Guinea-Pig 
Inoculation in Isolating M. tuberculosis from Pleural Fluid. 


ProcepurRE No. or Cases 
Positive guinea-pig inoculation & 16(88.9%) 
positive culture 
Positive guinea-pig inoculation & 2(11.1%) 
negative culture 
Negative guinea-pig inoculation & o(—) 
positive culture 
18(100%) 


Total 


duced by Aerobacter aerogenes, and 1 by an un- 
identified species of proteus. 

Many specimens of pleural fluid were cultured for 
fungi, but only 2 patients were found to have effu- 
sions caused by these micro-organisms. One was due 
to Coccidioides immitis, and the other to Histoplasma 
capsulatum. 

Studies for Mycobacterium tuberculosis were car- 
ried out on at least one specimen of fluid in almost 
every case. Tubercle bacilli were recovered from the 
fluid in only 16 cases. Data on the comparative 
value of cultures and guinea-pig inoculations are 
presented in Table 9. Eighteen specimens of fluid 
containing tubercle bacilli were studied by both 
methods, 16 being positive by both and 2 being posi- 
tive by guinea-pig inoculation only. One of these 
fluids was from a patient who had two specimens 
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examined, and the culture of the other specimen was 
positive for acid-fast bacilli. Consequently, in only 
1 of the 16 patients was the positive guinea-pig 
inoculation the only proof of the diagnosis of tuber- 
culosis. This slight superiority of guinea-pig inocula- 
tion hardly justifies the routine study of pleural fluid 
by this method. ; 


Total leukocyte and differential counts were car- 
ried out on many of the fluids but were of no value 
in demonstrating the cause of the fluid. For example, 
in patients with pleural fluids due to a neoplasm the 
leukccyte count of the fluid varied from 400 to 8300, 
and the percentage of lymphocytes from 13 to 100. 
Similarly, fluids caused by tuberculosis had leukocyte 
counts ranging from 200 to 4300, and the percentage 
of lymphocytes ranged from 8 to 95. 

The fat content of the fluid was determined in 
only 37 patients; 15 of these were found to have 
more than 400 mg. per 100 cc. of fluid, which is the 
minimal concentration permitting the diagnosis of 
chylothorax.5 This frequency of chylothorax is of 
no significance, since the fat content was not usually 
measured unless the fluid appeared to contain an 
abnormal amount of fat. Seven of the patients with 
chylothorax were proved to have a lymphoma, 2 had 
tuberculosis, 1 had a bronchogenic carcinoma, and 
1 had chronic empyema, the culture of the fluid 
yielding a nonhemolytic streptococcus. The cause 
could not be determined in the remaining 4 cases. 
The amount of sugar in the fluid was measured in 
too few cases to indicate the value of this test. 


The age and sex of the patient had little relation 
to the diagnosis. For example, 23 (24 per cent) of 
the patients with fluid due to carcinoma of the 
bronchus were less than fifty years of age, and 11 
(46 per cent) of those with tuberculosis were fifty 
years of age or older. It was surprising to note that 
30 (32 per cent) of the patients with carcinoma of 
the bronchus were female. This high prevalence 
may be due to the fact that bronchogenic carcinoma 
in the female is more likely to be a peripheral tumor 
than it is in the male. 

In this series all cases of pleural fluid due to car- 
cinoma of the breast occurred in the female sex. 


Discussion 


A comparison of the causes of pleural effusion in 
this series with the causes in other series would be of 
little value, for many variables affect the selection 
of patients for admission to the various institutions 
from which groups of cases have been reported. 

The value of various laboratory tests should be 
reappraised from time to time, and this was the 
primary purpose of this study. As anticipated, the 
detection of malignant cells in the fluid and the 
isolation of micro-organisms from the fluid proved to 
be the most helpful indications of the cause of the 
accumulation of fluid. 
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The leukovyte and differential counts are time- 
honored tests, but we could find no evidence that 
they were of clinical value. 

In our series of cases the quantity of protein in 
the fluid seemed of more value than the specific 
gravity in separating the transudates from the exu- 
dates. This is paradoxical, since there is supposed 
to be a linear relation between the two measure- 
ments.° This discrepancy may be due to difficulty in 
accurate measurement of the specific gravity with 
the ordinary hydrometer available. 

Measurements of the fat content of the fluid re- 
vealed 15 cases of chylothorax, 7 of which were due 
to lymphomas. 

The concentration of sugar in the pleural fluid has 
been reported to be of value in the diagnosis of 
tuberculous pleurisy with effusion.” This procedure 
was carried out in only a few of our patients, none 
of whom had tuberculosis. 


Summary AND CONCLUSIONS 


A review of 436 cases of pleural effusion revealed 
that a malignant neoplasm was responsible in about 
half the cases. Congestive heart failure and infec- 
tions each caused about 10 per cent. Miscellaneous 
conditions accounted for about 12 per cent, and the 
cause could not be determined in the remainder. 

Carcinoma of the bronchus was the commonest 
neoplasm in the group, accounting for almost half 
the neoplastic group. Carcinoma of the breast ac- 
counted for almost a fourth, and lymphomas for 
about an eighth. 

The detection of malignant cells in the pleural 
fluid was of great help in establishing a diagnosis. 
Such cells were detected in more than half the fluids 
due to carcinoma of the bronchus or carcinoma of 
the breast. In contrast only an eighth of the fluids 
caused by lymphoma were found to contain malig- 
nant cells. The presence of blood in the fluid did 
not affect the frequency with which malignant cells 
were detected. 

Two or more specimens of fluid were examined for 
malignant cells in 41 cases in which the presence of 
a malignant neoplasm was proved. In half these 
cases one specimen was found to contain malignant 
cells, but such cells could not be detected in another 
specimen from the same patient. Therefore, repeated 
examinations should be made when the diagnosis 
cannot be proved by simpler methods. 

Tuberculous pleurisy with effusion was proved in 
16 cases by the isolation of the tubercle bacillus from 
the fluid. In 15 of these both cultures for acid-fast 
bacilli and guinea-pig inoculations were positive. In 
1 case the guinea-pig inoculation was positive, but 
the culture for acid-fast bacilli was negative. This 
slight superiority of guinea-pig inoculation hardly 
justifies the routine use of the test in the study of 


pleural fluid. 
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The quantity of protein in the fluid seemed to be 
of more value than the specific gravity of the fluid 
in separating transudates from exudates. 

Total leukocyte and differential counts were of no 
value in indicating the cause of the pleural effusion. 
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VALHALLA, 


PROMPTED by the apparently increasing interest 

in the Guillain-Barré syndrome, judging from the 
literature, we consider it appropriate to review 17 
cases of this clinical complex observed at Grasslands 
Hospital between 1946 and 1953. Of these patients 3 
died, and the pertinent autopsy findings are reviewed. 


ETIOLOGY AND PATHOGENESIS 


Since 1859, when Landry made what was probably 
the first description of this condition, few factual data 
have come forth to dispel the obscurity surrounding 
its cause. Specific toxins, viruses and bacteria, as well 
as dietary deficiencies, heavy-metal poisoning and 
circulatory disturbances, have been blamed. This 
symptom complex has been reported in association 
with or subsequent to many dissimilar entities: acute 
nonspecific upper respiratory infections, pneumonia, 
various encephalitides, measles, mumps, scarlet fever, 
influenza, varicella, botulism, tuberculosis, syphilis, 
infectious hepatitis, infectious mononucleosis, sulfona- 
mide poisoning, diabetes mellitus, artificial-fever 
therapy, porphyria, diphtheria and smallpox vaccina- 
tion and after the administration of tetanus anti- 
toxin. In a fair percentage of cases there is no asso- 
ciated or antecedent illness of any kind. A similar 


divergency of associated diseases was seen among our . 


17 patients. The majority (11) had upper respiratory 
infections for as long as three months before neuro- 
logic symptoms began; 1 of these was an alcoholic pa- 
tient with a past history of syphilis, and another had 
infectious mononucleosis. Of the remaining 6 patients 
1 was an alcoholic with diabetes mellitus of at least 
six years’ duration. One had a febrile diarrheal dis- 
order within three weeks of onset; another, and most 
interesting, patient had received two stored whole- 
blood infusions two weeks before onset and had ex- 
perienced a febrile reaction to one of these pro- 
cedures. Three had no antecedent illness. Two un- 
usual cases have been reported in which a typical 
Guillain-Barré syndrome was caused by malignant 
*From the Department of Medicine, Grasslands Hospital. 
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neoplastic infiltration of the spinal epidural space, 
with mechanical compression and infiltration of nerve 
roots.?" 

If the cases associated with well known peripheral 
neuropathic entities (diphtheria, alcoholism, diabetes 
mellitus, lead poisoning, porphyria and mechanical 
compression of nerve roots) are eliminated most of 
the remainder can be classified in three ways: cases 
that are associated with or follow a variety of in- 
fectious disease of both viral and bacterial etiology; 
cases that follow parenteral introduction into the 
body of foreign protein (immunization procedures, 
blood transfusion); and cases in which no other 
antecedent or concomitant clinical phenomena are 
evident. In the search for a common denominator 
among these three groups, it is conceivable that an 
allergic reaction is the underlying pathogenic factor. 
There are grounds for this theory, though they are 
admittedly shaky. In the first place the outstanding 
histologic change in autopsied cases is edema of the 
nerve roots.* Favour‘ describes it as a “hive of the 
central nervous system.” Finally, recent experi- 
ence®~’ suggests that ACTH and cortisone are of defi- 
nite value in reversing the course of the illness in its 
early stages, just as they do in a number of allergic 
manifestations. 

It has been shown that blood pyruvate levels are 
elevated in polyneuritis as a result of faulty pyruvic 
acid metabolism. This phenomenon may merely be 
a result of disordered metabolism of diseased nervous 
tissue rather than a primary pathogenic factor. 

The cause of the albuminocytologic dissociation ob- 
served almost universally at some time during the 
course of the disease is thought to be due to blockage 
of the perineural spaces of the spinal nerve roots by 
edema.' This phenomenon permits escape of water 
and electrolytes but not the large protein molecules, 
which accumulate in the spinal subarachnoid space. 
An older view is that lymphatic drainage of periph- 
eral nerves proceeds toward the spinal cord and 
that in various peripheral neuropathies lymph rich in 
protein from the diseased nerves empties into the 
subarachnoid space.* The minimal or absent involve- 
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ment of the meninges is believed to explain the nor- 
mal cerebrospinal-fluid cell count usually observed, 
but it should be emphasized that pleocytosis is not 
unknown during the very early stage of the disease.*° 


DrrFERENTIAL DIAGNOSIS 


There is no need to describe the classic clinical pic- 
ture of the Guillain-Barré syndrome; the cases dis- 


1. 
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mortality and morbidity rates), these facts are of 
little value when one is confronted with the indi- 
vidual case. 

The prodromes of the two conditions are quite 
similar and are not much help in differential diagnosis 
except that patients with the Guillain-Barré syn- 
drome may complain of being vaguely ill for a num- 
ber of weeks before the onset of the neurologic symp- 


Summary of Cases. 


Nevroiosic State on 


Course 1n Hosprrat 


ADMISSION 


2 days of fever & diarrhea 18 
days before admission; 10 da: 
later progressive, severe wea 
ness of extremities, neck 
trunk. 


Upper respiratory infection 
wk. before admission; 9 
before admission weakness Of 
legs noticed. 


Up; respiratory infection 8 
before admission followed 
by paresthesias of buttocks 


in 


4-mo. history of 
lurring of vi- 


fingers & toes; 
sion; diplopia. 


Upper respiratory infection 1 
mo. before admission; 10 da 
before admission marked we: 
ness of legs, trunk & arms 
develo 


Diabetes for in- 
ability to 


25 days before admission 2 
whole-blood transfusions, with 
febrile reaction to both; as- 
cending — began 6 days 
before 


18 days before admission pares- 
thesta of feet & hands, 
followed by weakness of arms 
& legs 


Bilateral corneal analgesia; bi- 
lateral ee weakness; paresis 
of all muscle groups in neck, 
trunk & upper & lower extrem- 
ities. 


Right-sided facial weakness & 
weak gag reflex; marked weak- 
ness of legs & arms; hypoac- 
tive deep tendon reflexes. 


Bilateral facial paralysis; oculo- 
motor paralysis on right; mod- 
erate weakness in arms 
marked weakness in legs; hy- 
poactive to absent deep tendon 
reflexes. 


Flaccid paralysis of arms & weak- 
ness of lumbar muscles; weak- 
ness of legs. 


Spotty areas of hypesthesia on 
face; absent gag reflex; flaccid 
paralysis of both lower ex- 
tremities & weakness of both 
upper extremities. 


Bilateral tri weakness & dif- 
fuse marked weakness of lower 
extremities; stocking type of 
hypesthesias. 


Flaccid 
ness of tru 
ture 


ralysis of legs & weak- 
arm muscula- 


Bilateral peripheral facial parai- 
ysis, optic papillitis & absent 
gag reflex; marked ae 
of all extremities, espe 
legs; diminished vital capacity. 


Signed release on 11th hospital 
day 


Considerable return of function; 
patient discharged on 21st hos- 
pital day. 


Return of all muscle function; 
patient discharged on 42d hos- 
pital day 


Return of most of muscle func- 
oni atient discharged on 
ospital day. 


Bronchopneumonia on 10th hos- 
ital tracheotomy _per- 
ormed, & patient placed in 
respirator. 


Patient discha 
pital day able 
aid of walker 


147th hos- 
walk with 


Respiratory difficulty on 3d hos- 
pital day; tracheotomy; pa- 
tient placed in respirator on 
5th hospital day. 


On 2d day patient placed in 
respirator; eotomy per- 
formed; patient out of . 
rator from 25th hospital 
on 


No residual weak- 
ness (6 mo. later) 


Unknown 


Paresthesias of fin- 
rs & legs 2 mo. 
iter 


Death on 13th hos- 
pital day 


3 mo. later patient 
able to walk with 
aid of cane; death 
29 mo. later from 
urinary-tract in- 
fection & compli- 
cation 
findings 


Death on 7th hospi- 
tal day; autopsy 
performed. 


pital Pay wit 


cussed below are quite typical. At Grasslands Hos- 
pital, which contains the only contagious-disease unit 
servicing Westchester County, New York (population 
625,000), the disease most frequently confused with 
the Guillain-Barré syndrome is acute anterior polio- 
myelitis, particularly the bulbospinal variety. In 
addition, a single case of tick paralysis resembled the 
Guillain-Barré complex. Although there are many 
statistical and epidemiologic differences between 
acute bulbospinal paralytic poliomyelitis and the 
symptom complex under discussion (seasonal inci- 
dence, epidemic pattern, peak age prevalence and 


toms. The type of onset is an important point. In 
the Guillain-Barré syndrome the onset is usually grad- 
ual — fever, severe headache and meningeal signs are ‘ 
absent though they may occur in a mild form; polio- 
myelitis begins more explosively, with severe head- 
ache, fever, nausea, vomiting and stiff neck. Pares- 
thesias are unusual in poliomyelitis. Sensory changes 
are an outstanding finding in infectious polyneuritis 
whereas they are rare in poliomyelitis; when they 
occur they are minimal. The paralysis of the Guil- 
lain—Barré syndrome is symmetrical and widespread ; 
it is slower as a rule to develop, usually taking two to 


: Case Ace Sex History Outcome 
No. 
8 32 F No muscle weakness 
2 mo. later 
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six weeks. Facial diplegia is present in most cases, 
and the second, third, fourth and sixth cranial nerves 
are often involved. In poliomyelitis the distribution is 
often patchy and asymmetrical, particularly in the 
cranial nerves; facial diplegia is uncommon and the 
second, third, fourth and sixth cranial nerves are in- 
frequently involved; also, the paralysis develops more 
rapidly. The mortality in extensive bulbospinal polio- 
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illnesses may be normal or only slightly elevated. Dur- 
ing recovery or convalescence elevated cell counts are 
not found in the spinal fluids in either condition. The 
spinal-fluid protein in the Guillain-Barré syndrome 
soon rises during the progressive phase to significant 
levels (it may reach or exceed 2000 mg. per 100 cc.), 
remaining elevated for months. It is apparently not 
generally known that the protein may also rise after 


TasLe 1 (Concluded). 


by numbness of left cheek & 


Nevro.ocic STaTE ON 
ADMISSION 


Diffuse weakness of legs; absent 


flaccid 


groups 


9 21 F 4 days before admission pares- 
thesia of right great toe; later, to hypoactive deep tendon re- 
pain & weakness of legs. flexes & bilateral stocking type 

of hypesthesia. 

10 21 M_ Upper respiratory infection de- Diminished gag reflex; 
mo. fore admis- paralysis of legs & weakness of 
sion; 6 days before admission arms; deep tendon reflexes ab- 

resthesias of feet & calves; sent to hyporeflexic. 
later, weakness of legs; patient 
transferred from local hospi- 

Where aspiration pneu- 
monia developed. 

ll 16 M 1 wk, before admission pares- Cerebellar ataxia; bilateral facial 
thesias of hands & feet, fol- weakness & weak gag reflex; 
lowed by weaknesss of legs paresis of both legs. 

WR F 18 days before admission pares- Sige weakness of both upper 
thesias of feet, followed by marked weakness of th: 
weakness of legs lower extremities 

= respiratory infection 21  Left-sided facial weakness; weak- 

ys before admission, followed ness of both arms & legs. 
shortly by paresthesias of face, 
feet & toes & weakness of arms 
& legs 
14 25 M _— Upper respiratory infection 7 Slight weakness of right arm & 
ys before admission, followed weakness of both legs 
of arm & low- 
er & ness of arms 
& legs 
15 1% M _~ Upper iratory infection 5 Flaccidity of arms & to greater 
admission; 2 wk. degree in legs; deep tendon 
later onset of weakness in legs. reflexes absent. 

16 38 M_ Anesthesia of tip of tongue & Loss of taste on anterior portion 
lips, weakness in left shoulder, of tongue & complete facial 
& bilateral facial weakness diplegia; paresis of anterior 
wk. before admission deltoid and pectoral 

symmetrically. 

17 35 Upper. respiratory infection 1  Left-sided facial weakness & ab- 
wk. before admission, followed sent gag reflex; flaccid paresis 


of both legs. 


Course in Hosprtat 


Ascending paralysis; on 5th hos- 
iormed & patient placed in 
respirator; patient out of res- 
pirator from 74th hospital day 
on & discharged on 149th day 
with some residual weakness 
of hip extensors & muscles 
about es. 


Severe respiratory distress on ad- 
mission; immediate tracheot- 
omy & patient 
placed in respirator; AC 
started; patient out of respi- 
rator or 6th day & discharged 
sary day, with paresthesias 
of feet. 


Return of muscle function slow 
c ital y 
of legs. 


Complete return of muscle func- 
tion in 4 wk. at time of dis- 
charge; 2 yr. later recurrence 
of paresthesias & general mus- 
cle weakness, which subsided 
in few days. 


Marked improvement of muscle 
wer at 2 mo. 
ter 


On_ 2d hospital day bilateral fa- 
cial weakness developed; pa- 
tient much improved on > 
charge 3 wk. later. 


phalogram & ence- 
phalogram normal; patient 
much improved on discharge 
(45th hospital day). 


Moderate return 2 wk. later on 
discharge 


On 3d day intercostals became 
involved & tracheotomy per- 
formed; patient discharged on 


Slight calf-muscle 
weakness 4 mo. 
later 


No paresthesias or 
weakness 1 mo. 
later 


No weakness 1 mo. 
later 


Six mo. after dis- 
charge no evidence 
of muscle weakness 
or paresthesias 


No follow-up ex- 
amination 


No evidence of mus- 
cle weakness 3 mo. 
later; 7 mo. after 
discharge facial 
weakness not evi- 
dent. 


No evidence of mus- 
cle weakness 4 mo. 
later 


No follow-up ex- 
amination 


No follow-up ex- 
amination 


weakness of legs, hands & 
back 


30th hospital day, only resid- 
ual Gas 


myelitis is considerably higher. Among the patients 
with extensive poliomyelitis there are usually severe 
residual paralysis and atrophy — many are respira- 
tory cripples for life. This is not so in infectious poly- 
neuritis, although some degree of residual paresis may 
occur. The cerebrospinal-fluid findings often do not 
definitely establish the diagnosis; during the first week 
of the disease the patient may show a significant 
pleocytosis,‘° but most patients do not. Pleocytosis is 
almost always present in the fluid of patients with 
poliomyelitis who become paralyzed. However, dur- 
ing the early phases the spinal-fluid protein in both 


the acute stage of poliomyelitis, occasionally reaching 
300 to 400 mg. per 100 cc.; however, it usually falls 
to normal within six weeks. 

Although there are many differences between the 
two diseases, on occasion the differential diagnosis is 
very difficult, and the correct diagnosis may be made 
only after weeks of careful observation. 


MANAGEMENT 


Until recently there has been no seemingly success- 
ful. specific therapy for this disorder. Patients in 
whom respiratory paralysis of significant degree does 


| 
; 
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not develop, and in whom no other disorders that pre- 
dispose to a poor recovery (such as diabetes mellitus) 
are present, usually experience a dramatic recovery, 
ultimately exhibiting minimal or no residual weak- 
ness or sensory changes. Adequate nutrition, proper 
care of the paralyzed bladder or bowel, or both, and 
physiotherapy suffice to carry these patients success- 
fully through the course of the illness. Those with 
significant involvement of the respiratory muscles 
present a far more serious problem; it is among these 
cases that almost all deaths occur, usually because of 
pneumonia. Artificial respiration should be instituted 
early, before the patient becomes exhausted and be- 
fore anoxia ravages the already compromised central 
nervous system. A useful rule is that artificial res- 
piration is indicated when the measured vital capacity 
approaches 25 per cent of the estimated normal value. 
We prefer the Emerson tank respirator. Once the pa- 
tient is in the respirator, the usual recommendations 
for daily analysis of the blood for gas, frequent 
changes of position, passive and active exercises and 
early release from the respirator require no emphasis. 

Tracheotomy, a subject that precipitates lively de- 
bate in many quarters, is not discussed at length here. 
We regard it as a benign procedure that is well tol- 
erated by even a critically ill patient and puts the 
physician in command of most of the pulmonary com- 
plications resulting from paralysis of the muscles of 
respiration. Rigid criteria cannot be established as 
indications for tracheotomy; each case must be 
weighed individually. Generally speaking, we con- 
sider any patient in a respirator who shows continued 
progression of paralytic disease and exhibits mani- 
festations threatening pulmonary complications (pool- 
ing secretions in pharynx, difficulty in swallowing, 
paralysis of tongue or ineffectual cough) a candidate 
for tracheotomy. We have not had occasion to regret 
performance of a tracheotomy, which affords a posi- 
tive approach to maintaining a clear airway, proper 
humidification and thinning of secretions (we have 
used Alevaire-oxygen fog with good results) and, if 
necessary, a readily available orifice for repeated, 
simplified and less traumatic bronchoscopy. Further- 
more, a large-caliber tracheotomy supplies an excel- 
lent method for positive pressure respiration of the 
patient while he is out of the respirator for nursing 
care, neurologic examinations, transportation and, 
not least, periods of maximal inflation of the lungs as 
a prophylactic measure against areas of physiologic 
atelectasis. Experience prompting these remarks 
comes chiefly from respirator cases of poliomyelitis, 
but the Guillain-Barré syndrome presents identical 
problems. 

Feeding of the patient with paralytic derangement 
of deglutition, or with encephalopathy, is not a major 
problem with the use of a small-bore plastic indwell- 
ing duodenal tube. Such feedings, however, should 
not be instituted during the early course of the disease 
when vomiting may be a prominent symptom. 
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Adynamic ileus can be most distressing but fortu- 
nately seems to be self-limited in duration. To cor- 
rect this situation parasympathomimetic drugs, mild 
cathartics, rectal tubes, enemas and abdominal stupes 
have been essentially worthless in our experience. On 
occasion it has been necessary to decompress the 
bowel with a long intestinal tube to obviate the re- 
spiratory embarrassment incidental to abdominal dis- 
tention. 

The measures discussed above apply generally to 
any paralytic disease of the form of the Guillain-— 
Barré syndrome. Until recently no specific therapy 
has been proposed to abort the disease during its 
early progressive phase. Massive doses of components 
of the vitamin B complex and anticholinesterase 
agents have been recommended but have offered little 
more than balm for the physician’s conscience. Re- 
cently, BAL has been employed to halt the disease 
during its progressive phase."? The theoretical justifi- 
cation for this therapy is based on the hypothesis that 
the fundamental pathologic process is a derangement 
of pyruvic acid metabolism resulting from dysfunc- 
tion of the associated biologic enzyme system. Pre- 
sumably, an unknown substance, or toxin, attacks 
the sulfhydryl groups of the protein components of 
the enzyme system. BAL, which offers easily available 
sulfhydryl groups, thus protects the enzyme systems. 
The results in the Guillain-Barré syndrome are not 
entirely convincing but justify further investigation. 

The results of therapy with ACTH and cortisone 
have provided some grounds for real enthusiasm. Sev- 
eral convincing reports have been published.*-? The 
indication for the use of these agents is that the cause 
of the Guillain-Barré syndrome is an antigen-anti- 
body phenomenon. Conversely, the encouraging re- 
sults of therapy with ACTH and cortisone lend some 
support to the hypothesis that it is an allergic entity. 
In the reports referred to, the most significant clinical 
observation is that great improvement coincided with 
the institution of therapy with ACTH or cortisone 
and that relapse followed the premature discontinu- 
ance of the drugs. When therapy was reinstituted, it 
was again attended by improvement. Published ex- 
perience indicates that if these agents are employed 
they should be used early during the progressive 
phase of the illness, when nerve-root edema has 
caused only functional paralysis of the nerves. Later, 
when actual structural damage to the nerve is present, 
little improvement can be expected. Limited clinical 
experience has borne this out. Furthermore, the 
course of therapy should be extended, probably four 
to six weeks longer, if relapse is to be obviated. 

The clinical findings and follow-up data are pre- 
sented in Table 1. 


PATHOLOGICAL 


Post-mortem examination was performed in 3 
cases. The changes in the central and peripheral 
nervous systems were nonspecific and consisted of 
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congestion and edema of the meninges with early 
degenerative changes in occasional ganglion cells of 
the anterior horns of the spinal cord, of the dorsal- 
root ganglions and of the paravertebral sympathetic 
ganglions. Inflammation, as evidenced by small col- 
lections of lymphocytes, was slight. Nerve fibers con- 
tained focal areas of edema. 

In contrast to the mild and varied changes seen in 
radiculoneuritis, the central nervous system in polio- 
myelitis shows a severe and acute type of inflamma- 
tion in the gray areas, where nerve cells reveal loss 
of Nissl substance, vacuolization, neuronophagia and 
lysis, with areas of necrosis and infiltration by leuko- 
cytes. In addition there are prominent perivascular 
collections of lymphocytes in poliomyelitis. 


Discussion 


Of these 17 patients with the Guillain-Barré syn- 
drome 3 (Cases 5, 6 and 7) died, 1 of them (Case 6) 
two and a half years after the onset of the disease 
of causes unrelated to it. This patient had diabetes 
mellitus and experienced only moderate recovery 
from the neurologic disease. Post-mortem histologic 
findings consisted of marked vascular sclerosis of 
the intraneural vessels, perhaps explaining the poor 
recovery. Clinically, this case was different in that 
the course was more protracted and muscle weak- 
ness was permanent; the whole picture may have 
been due to ischemic neuritis or sclerosis secondary 
to long-standing diabetes mellitus. 

Pneumonia was the probable cause of death in the 
2 other fatal cases. In retrospect, tracheotomy was 
perhaps delayed too long. Case 7 was of interest 
because of the antecedent blood transfusions and 
the fulminating course. It is unfortunate that cor- 
tisone was not given a trial since the cause of demise 
may well have been functional exhaustion of the 
adrenal glands. 

Of the remaining 14 patients, only 1 (Case 1) 
released himself from the hospital and was lost to 
follow-up study, but spontaneous improvement was 
underway before discharge. 

Cases 2, 3, 4, 11 and 17 had moderate involve- 
ment, but did not need artificial respiration. They 
all experienced gratifying recovery without specific 
treatment except physiotherapy. 

Involvement in Cases 8, 9 and 10 was severe, and 
the patients were kept in the respirator for varying 
lengths of time. Case 8 recovered spontaneously 
without incident. Case 9 had a protracted, stormy 
course but ultimately experienced dramatic recovery. 
At the height of the disease she almost died of an 
acute, unexpected severe gastric dilatation, with com- 
plete compression atelectasis of the left lung. The 
presence of a tracheotomy in this patient permitted 
immediate and effective positive pressure inflation of 
the lungs, which undoubtedly saved her life. During 
convalescence she received a course of ACTH. There 
was no evidence that the hormone accelerated her 
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recovery in any way. This is in keeping with current 
concepts that cortisone and ACTH cannot be ex- 
pected to be efficacious in late stages of the disease 
when structural nerve damage is already present. 

Case 10 was admitted to the hospital in critical 
condition in the progressive phase of the disease. 
ACTH therapy was started immediately, and pro- 
gressive improvement followed. Therapy was con- 
tinued for many weeks, and when it was ultimately 
discontinued relapse did not occur. Convalescence 


TaBLe 2. Fluctuations of Cerebrospinal-Fluid Protein. 


Case Protein CELLs Stace OF 
No. ON PROTEIN IN ILLNESS 
ADMISSION Levet Levet SpinaL with Peak 


1 308 308 96 2 (red) Acute 

2 108 148 148 3 (white) Acute 

3 124 260 185 5 (white) Acute 

4 132 132 54 4 (white) Acute 

192 -- 4 (white) 

6* 370 545+ 545 3 (white) Convalescent 

8 128 216 216 3 (white) Convalescent 

9 54 320 — 0 Acute 
10 175 520 292 0 Convalescent 
11 620 620 400 14 (white) Acute 

12 500 500 109+ 1 (white) Convalescent 
13 282 368 368 4 (white) Convalescent 
14 172 264 264 20 (white) Convalescent 
15 605 605 88 _ Acute 

16 204 204 142 4 (white) Acute 

17 150 150 150 14 (white) Acute 
*Fatal cases. 


yr. 


was prolonged despite the use of ACTH, but it is 
likely that considerable structural nerve damage ex- 
isted before the institution of therapy (Table 2). 
It seems significant that in 6 of the 17 cases the 
highest cerebrospinal-fluid protein was obtained 
during the convalescent stage of the illness. Thus, 
in a case with only a slight elevation of protein on 
the admission spinal tap, it is advisable to repeat this 
procedure in a week or so to establish a diagnosis. 


SuMMARY AND CONCLUSIONS 


Seventeen cases of Guillain-Barré syndrome are 
presented and the pertinent medical literature is 
briefly reviewed. 

The most acceptable concept of the pathogenesis 
of the illness at the present time is that it is an 
allergic phenomenon. 

The differential diagnosis between poliomyelitis 
and Guillain-Barré syndrome is discussed. 
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The most valuable therapeutic agents at present 
are probably cortisone and ACTH. Treatment 
should be instituted very early in the course of the 
disease and should be prolonged to avoid relapse. 

We have attempted to correlate the height of the 
cerebrospinal-fluid protein and the stage of the ill- 
ness. In some cases the highest level of the protein 
occurs during the convalescent stage. 
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USE OF GAMMA GLOBULIN FOR CONTROL OF INFECTIOUS HEPATITIS 
IN AN INSTITUTION FOR THE MENTALLY RETARDED* 


Atta Asu_ey, M.D., M.P.H.+ 


AUGUSTA, MAINE 


Pasty in 1954 there were 2 cases of jaundice in 

a state institution for the mentally retarded in 
Maine. During the ensuing six months 157 cases of 
frank jaundice and a large but unknown number of 
cases of digestive upset with abdominal pain without 
jaundice occurred. When it was realized that this 
was an epidemic of infectious hepatitis gamma globu- 
lin was used apparently with dramatic results. 

The institution has a capacity of 1507, and admits 
persons from five to forty-five years of age. There are 
5 buildings housing females and 4 buildings, as well 
as 2 farms, that house males. There is also a hospital, 
one floor of which is for males and one for females. 
Families of some of the personnel live in houses on the 
grounds and are supplied from the institution’s water 
supply. No frank cases occurred in these households 
although there was a possible case without jaundice 
in one family. There were several cases in the village 
school that some of the children attended. 

Inmates are grouped roughly according to age and 
level of intelligence and ability for self-help and per- 
sonal cleanliness. Because of the shortage of attend- 
ants some of the more promising patients are charged 
with keeping the less intelligent ones clean and order- 
ly, with the result that there is surprisingly little un- 
cleanliness even among those of lowest grade. 

There are approximately 230 employees, of whom 
at least 200 have direct contact with inmates, and 
about 130 of these are engaged in nursing or medical 
and laboratory work. The remainder are clerical and 

Fg Sn the Bureau of Health, State of Maine Department of Health 
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maintenance personnel. During the course of this 
study the average daily census was 1426; an addition- 
al 110 were out at various times on trial visits. There 
were 99 admissions and 55 permanent discharges dur- 
ing this time. 

The first 2 cases occurred on February 1, in the 
building housing the females of lowest grade. One 
of these patients had been home for three days five 
weeks previously. The other had not left the institu- 
tion for more than a year. 

For the first three and a half weeks of the epidemic 
cases were confined to this building. During the third 
week a mass transfer of inmates took place. This 
consisted, in the main, of exchange of the inmates of 
halls, 2 for females and 2 for males. However, a few 
inmates from these 4 halls were scattered about the 
institution. One of the halls concerned was that in 
which the cases of jaundice had occurred, 3 of them 
on the first day of transfer. 

Early in the epidemic inmates were allowed home 
for week-end visits and out into the community for 
“trial visits’ before contemplated discharge. Fifty- 
six permanent discharges took place. Inmates were 
transferred from hall to hall as necessary, visited the 
canteen and intermingled in the usual somewhat 
limited fashion. When it was realized that an epi- 
demic was in progress this normal interchange, both 
within and outside the institution, was restricted as 
far as possible. Throughout the period the commons 
was used, as usual, by all but those from halls for in- 
mates of low-grade intelligence, and school was held 
as usual. However, after the epidemic had been rec- 
ognized for what it was, an effort was made to keep 
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the association between differen. halls to a minimum 
in both the commons and the school. Inmates from 
halls where cases had occurred were separated from 
the others by a corridor in the commons. School was 
held in two sessions — mornings for the halls without 
cases, and afternoons for those with cases. The desks, 


TABLE 1. 


GAMMA GLOBULIN — ASHLEY 


Cases of Infectious Hepatitis (by Week and Hall of Residence).* 


89 


was recognized as infectious hepatitis. At this time 
serologic tests on the 8 originally questionably positive 
and 7 or more subsequent cases were reported as neg- 
ative or doubtful for leptospirosis. By that time cases 
had appeared in 2 more halls for females and 3 for 
males and on the female floor of the hospital. Three 


Casesin Cases in Caszsin Cases Cases IN Cases IN Casgs IN Cases Cases Orner  TOorALs 
Hatt S-K Hatt Vos. Hatt Yar. Hatt K-S Hosprrar Hatt C- Hatt N.G. Hatt Pow. Hart B-C Cases 
(200 In- (150In- (150In- (102 INn- (A=55, (200 In- (110 In- (150 In- (150 In- 
MATES) MATES) MATES) mates) B=53 a MATES ) MATES ) MATES ) MATES ) 
MATES 


4 000000 


n 


SRS 


P 


Totals 37. 6 


+ 5 40 


oPPPPPPPP 


P 
19 38 7 2 


¢In Hall S-K 10 days previously. *Key: 


fInoculation of key personnel begun. 
§Mass inoculation of residents begun. 


floors, books and equipment were washed and aired 
overnight. 

When the first cases of jaundice appeared it was 
thought that they were cases of leptospirosis, Serologic 
tests were questionably positive for Leptospira po- 
mena in 8 cases. A thorough check of the water and 
sewage disposal systems was made. Though both were 
found to be inadequate and, therefore, potential 
sources of disease, they were not considered to be 
agents in the spread of this epidemic for reasons 
stated below. Rats and other vermin were not a prob- 
lem, owing to the regular employment of an extermi- 
nator. After the epidemic had been in progress about 
three months and 35 cases had occurred, the disease 


o=case without globulin — inmate 
P=case after globulin — inmate 
e=case without globulin — employee 


Hosp. A=male inmates 
Hosp. B=female inmates 


employees in the hall for females of low-grade intelli- 
gence contracted jaundice. 

During the next few days gamma globulin was 
given to persons who had been in close contact with 
cases — teachers, nurses, attendants and a few in- 
mates, as well as to all food handlers. In all, 70 em- 
ployees and 18 inmates were inoculated. This was 
during the thirteenth week after the appearance of 
the first 2 cases. During the next three weeks 26 more 
employees and 66 inmates were inoculated. The dos- 
age employed was 0.01 cc. per pound of body weight. 

For two weeks there was little change in the total 
number of new cases, but more cases appeared in 
male inmates, particularly in halls where globulin had 
not been given. 
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Cases then began to appear in larger and larger 
numbers. During the sixteenth week there were 10 
cases, and in the following week there were 24, 12 in 
1 hall. During the eighteenth week 35 cases appeared, 
all in males. At this time it was decided to inoculate 
all susceptible inmates. This program was carried 
out over a twelve-day period on the male side of the 
institution during the eighteenth and nineteenth 
weeks. Women and girls were inoculated in an eight- 


mais remauss 


Ww Mass Inoculation 


jun 


Inoculation of Key 
Personnel Begun 


Cases of Infectious Hepatitis (by Week of Onset 
and Sex), February 1 to August 1, 1954. 


Ficure 1. 


day period during the twentieth and twenty-first 
weeks of the epidemic. Cases fell off rapidly after 
this mass inoculation. In the nineteenth week there 
were 12 cases; the following weeks’ tallies were 10, 6, 
5, 2, 0 and 2. Table 1 outlines the cases by week of 
onset and hall of residence. Figure 1 shows the epi- 
demic in toto. 

A common water supply serves the entire institu- 
tion. Milk is supplied from two sources, but cases oc- 
curred where either supply was used. Food is cooked 
in a central kitchen and distributed to the commons 
and the 4 halls that do not use the commons, Each 
farm has its own kitchen. A central storeroom serves 
the entire institution. There were 3 buildings in 
which no cases occurred. One of these was a building 
for females, and 2 were the off-campus farms for 
males. Inmates from the hall for females ate at the 
commons. Water-borne and food-borne epidemics 
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are characteristically explosive in onset and general 
in distribution, in contrast to this epidemic. Food 
and water were therefore not agents of spread. 

The total number of diagnosed cases of infectious 
hepatitis during the six-month period studied was 
157. Five patients were employees; the rest were in- 
mates. Four had relapses eighteen, forty-one, forty- 
one and fifty-four days after the initial onset. All 
were males sixteen to twenty-four years of age. The 
man whose relapse occurred eighteen days after the 
initial onset had received gamma globulin two days 
before the initial onset. All 4 were of upper intelli- 
gence grades (for the institution). Many mild di- 
gestive disturbances not accompanied by jaundice oc- 
curred during the epidemic. No record was kept since 
their significance was not realized until long after the 
epidemic was underway. However, it was noted that 
they fell off dramatically and were quite rare after 
mass inoculation had been completed. 

A total of 145 employees and 754 inmates received 
gamma-globulin inoculations. Five cases occurred 
among the employees, but none in those inoculated. 
There were 152 cases among the inmates. Twenty- 
six occurred in inmates who had received gamma 
globulin; 11 had been inoculated less than five days 
before the onset of the jaundice. In the remainder, 
15 cases, jaundice developed nine to thirty-one days 
after inoculation. Three of these were in females, and 
12 in males; the ages ranged from nine to fifty-four 
years. 

Attack rates cannot be calculated for this epidemic 
because the exact number of inmates at risk is not 
known owing to the constant flow in and out of the 
institution. Also, the exact number of cases is not 
known since nonjaundiced patients were not included 
in the study. Nevertheless, the number of cases of 
frank jaundice fell dramatically after mass inocula- 


Tas.e 2. Distribution of Cases by Age and Sex. 


Cases 


Cases 
AMONG 
FEMALE 

INMATES 


Cases 
AMONG 
MALE 


FEMALE 


INMATES 
En- 


ROLLED INMATES 


yr. 

Under 20 
Over 20 
Totals 


23(15%)  86(57%) 
23(15%)  66(43%) 
46(30%) 152 


63(42%) 
43(28%) 
106(70%) 


215(14%) 
510(33%) 
725(47%) 


306(20%) 
505(33%) 
811 (53%) 


tion (Fig. 1), and the institution personnel stated that 
vague digestive disturbances, common before the use 
of gamma globulin, became quite rare after mass inoc- 
ulation. Also, no cases occurred in the 2 farms where 
approximately 50 per cent of the inmates received 
globulin early in the epidemic (because of being food 
handlers). In fact, the buildings in which the fewest 
cases occurred were those in which gamma globulin 
was used early, though not as a mass inoculation 
program. 
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The age and sex distribution of cases was also in- 
teresting. The percentage of inmates under twenty 
years of age was 34 whereas that of patients under 
twenty was 57. Males comprised 53 per cent of the 
total population, and males under twenty only 20 per 
cent. In contrast, 70 per cent of the cases were in 
males and 42 per cent in males under twenty (Table 
2). 

Most cases occurred among inmates of lowest intel- 
ligence. More capable patients were, to a large ex- 
tent, employed in maintaining cleanliness among the 
inmates of lower intelligence. It appears, then, that 
the most important route of infection in this epidemic 
was the fecal-oral. 
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SuMMARY AND CONCLUSIONS 


A study of an epidemic of infectious hepatitis in an 
institution for the mentally retarded is presented. In 
the course of a six-month period 157 cases occurred 
in an institution having approximately 1500 inmates 
and 233 employees. The attack rate was reduced al- 
most tenfold after the use of gamma globulin as a 
prophylactic measure. The fecal-oral route appears 
to have been the chief means by which infection was 
spread. 

The best means of controlling hepatitis in an insti- 
tution appear to be prevention of fecal-oral contami- 
nation and use of gamma globulin as prophylaxis. 


fe treatment of the carotid-sinus syndrome in 
the past has been difficult, nonspecific and un- 
satisfactory. We wish to report 52 cases in which 
irradiation was followed by complete remission of 
symptoms in a large majority of patients. The chief 
characteristic of this syndrome is spontaneous syn- 
cope with less frequent or accompanying allied dis- 
orders. The underlying causes are unknown. The 
anatomy and physiology have been described else- 
where.*~* 

Contributing factors are age and atherosclerosis, 
hypertension with atherosclerosis or heart disease** 
and increased sensitivity of the autonomic nervous 
system. Hypertension without atherosclerosis does 
not predispose a patient to a sensitive carotid sinus. 
Many drugs increase the sensitivity of the carotid 
sinus, among them digitalis, morphine, ephedrine 
and its derivatives, the nitrites, mecholyl and desic- 
cated thyroid. Tumors and inflammatory conditions 
in the neck affect the carotid sinus, although tumors 
of the carotid body do not. Atropine reduces the 
sensitivity of the carotid sinus and so is an aid in 
treatment and in prophylaxis during operations, 
especially on the neck. In the past, some operations 
have resulted in unrecognized carotid-sinus deaths 
due to cardiac asystole. The classic work of Weiss 
and his associates** produced the classification of 
four types of carotid-sinus syncope: first, the vagal 
type, in which syncope follows quickly on asystole; 
secondly, the depressor type without asystole, in 
which the major event is a sudden drop in blood 
pressure to a point of cerebral hypoxia and syncope; 
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thirdly, the pure cerebral type without asystole and 
without sudden drop in blood pressure, the exact 
mechanism of which is unknown; and, finally, a 
mixed type, largely a mixture of the second and third. 

Since the work of Weiss, interest has increased, 
and there has been some confusion in this clinical 
entity. The confusion has arisen because the carotid- 
sinus syndrome, in the minds of many, has come to 
mean any sensitive carotid sinus. There are all de- 
grees of sensitivity. On a routine physical examina- 
tion heavy pressure on the carotid sinus may evoke 
symptoms that never occur spontaneously; these are 
sometimes classified as the carotid-sinus syndrome, 
but never should be so classified. Weiss made it very 
clear that spontaneous syncope was the important 
sign. Some overenthusiastic physicians, by deep pres- 
sure, may overstimulate the carotid sinus or may 
occlude the carotid artery. This, particularly in older 
persons, may cause symptoms of varying severity. 
The degree of sensitivity cannot be measured satis- 
factorily in clinical practice. As age and athero- 
sclerosis advance, sensitivity of the carotid sinuses 
may increase physiologically. Many such cases are 
reported,°® but unless the patients have characteristic 
attacks of syncope or allied disorders spontaneously, 
the sensitivity has little clinical significance. 


History TakInc 


A carefully taken history brings out many perti- 
nent facts. An aura may (but does not invariably) 
precede the attack.”*?° Typical auras are tinnitus, 
blurring of vision, visual hallucinations, lightheaded- 
ness or a sensation of fullness in the head, dizziness 
or numbness or tingling in the hands or feet and 
faintness. At other times the episode may be ushered 
in by a shrill cry, nausea, hyperpnea or apnea or a 
fixed facies similar to that in a petit-mal attack. These 
auras are followed by syncope in-two or three sec- 
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onds, during which pallor, sweating and localized or 
generalized convulsive movements may occur, with 
occasional loss of sphincter control. Rarely, attacks 
are mild and abortive. 

The attacks usually last a few seconds at most, 
with a complete return to consciousness. Often, the 
patient has a startled look as he revives, having been 
unaware of the whole episode. Less often, a con- 
siderable period of lassitude follows, especially when 
the frequency of these spells brings about more and 
more anxiety with a heavy nervous overlay. This 


Taste 1. Results of X-Ray Therapy. 
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complicates both the diagnosis and the recovery. 
In true carotid-sinus sensitivity a reproduction of all 
symptoms determines the diagnosis. To reproduce 
the attacks light pressure or massage is applied with 
the patient seated on a standard couch for the taking 
of electrocardiograms. The recumbent position may 
be used,*"? but since spontaneous attacks occur when 
the patient is upright, we prefer the seated position. 
A sphygmomanometer and the electrodes of the 
electrocardiogram are attached while the examiner 
listens and applies light pressure or massage on the 
carotid pulse under the angle of the jaw, over the 
carotid sinus at the level of the thyroid cartilage. 
If pressure is not quickly released the patient faints. 
In older patients subsequent tests may be done with 
quick release of pressure; fainting is avoided, but 
the auras of the spontaneous episodes are preserved, 
the patients then saying that their feelings are ex- 
actly like those previously experienced. Carotid-sinus 
massage should not be applied in routine examina- 
tions of elderly patients without clear indications 
and with full appreciation of its dangers. This is 
especially important when there is coexisting cardio- 
vascular disease. In 1 of our patients temporary 
aphasia and monoplegia lasting a few minutes oc- 
curred. Serious mishaps have been recorded, rarely 
permanent hemiplegia, and there have been 2 re- 
ported deaths. 

In our series at the Lahey Clinic, 56 patients with 
carotid-sinus syndrome have been treated with 
irradiation in the past fourteen years. Of these, 4 
cases have been too recent for any adequate follow- 
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up study. Fifty-two patients fulfill the following 
criteria: spontaneous attacks of syncope have taken 
place; in all patients the episodes have been repro- 
duced by the examining physician; the shortest fol- 
low-up period has been twice the length of any spon- 
taneous remission; and medical treatment has not 
been sufficient to produce remissions. 


TEcHNIC 


Our irradiation technic is as follows: 200 to 220 
kv. with a 2-mm. filter of copper and 1-mm. filter of 
aluminum, a 50-cm. target-skin distance, 200 r 
(measured in air) and a 5-cm. square portal. Two 
or three treatments are given, preferably on alter- 
nate days. The total dose to the affected sinus area is 
500 r if unilateral and 400 r if bilateral (measured 
in air). The condition is usually unilateral. This is 
essentially the same dosage advocated by Steven- 
son,**’*® to whom we are indebted for our knowledge 
of this treatment. As far as we know his report is the 
only one in the medical literature besides our own. 
Some patients have received additional radiation 
therapy. Only 1 has received two full courses, one 
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Ficure 1. Relief Obtained by Male and Female Patients, 
According to Duration of Symptoms before Treatment. 


given by us. This patient, in addition, had attacks of 
hypoglycemia. 

There were 43 men and 9 women in our series. 
Their ages ranged from eighteen to seventy-four 
years, all but 4 patients being over forty years. The 
mean age at onset was fifty-three and the mean 
duration of symptoms three and three-tenths years. 
The mean length of follow-up period was two and 
three-tenths years. The longest remission was four- 
teen years, in a woman who received x-ray therapy 
for leukemia. The carotid-sinus attacks, which she 
was having two or three times a month, were com- 
pletely relieved, and she is still carrying on at the 
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age of seventy-eight years with chronic lymphatic 
leukemia. Weiss accidentally produced a remission 
in a girl whom he irradiated for tuberculous cervical 
adenopathy. 

Twenty-seven of our cases were vagal in type, 4 
cerebral, 5 depressor, and 16 mixed. 

Subjective results are known in all 52 patients. 
Objective results have been checked in 48 patients 
(92 per cent) —a large group, considering the wide 
geographic distribution. The results are shown in 
Table 1; the patients are divided into four groups — 
those with no improvement, those with slight and 
moderate improvement and those with complete re- 
mission. Moderate improvement means a third or 
less attacks per year than before treatment, and 
slight improvement means over a third as many 
attacks as before treatment. The patient’s subjective 
testimony coincides closely with our objective test- 
ing. Rarely, carotid-sinus sensitivity persists without 
clinical symptoms. Because of the inadequate num- 
ber of patients of one age group, or one sex or one 
type of syncope, any statistical analysis is impossible, 
and no generalizations can be made about which 
patients will respond best to treatment. The dura- 
tion of symptoms does not seem to affect the chances 
of cure. 

No complications as a result of treatment were 
encountered — unless loss of hair over the irradiated 
area is considered a complication; this occurred in the 
first man treated, two of whose attacks had followed 
the stroking of his neck with his razor. Since then 
no depilatory dose has been given. 


Discussion 


Before the use of irradiation, the accepted treat- 
ment for intractable cases was surgery. In expert 
hands this is successful, as Cattell and Welch’* and 
others have demonstrated. We have not employed it 
for several years. 

Medication with belladonna or its alkaloids is the 
most successful means of control when irradiation 
fails. This may be combined with small doses of a 
sedative and with all the precautionary measures 
previously recommended, such as avoidance of tight 
collars, quick motions of the head, heavy lifting, 
squatting and bending. Indulgence in stimulants, 
alcohol and tobacco has not been studied in our 
series in relation to the carotid-sinus syndrome. 

The occurrence of a sensitive carotid sinus in 
epilepsy is rare; 9 cases in 1000 were reported by 
Robinson.** 

Failure to obtain benefit from irradiation may 
mean that there is serious, unrecognized coronary 
sclerosis. Our results of 73 per cent complete or 
moderate relief are shown in Figures 1 and 2, which 
also show the sex prevalence, the duration of symp- 
toms before treatment and the length of the follow- 
up period. These results tally closely with those of 
Stevenson, who reported relief in 69 per cent. The 
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mechanism of relief by irradiation is a matter of con- 
jecture. It may be by depression of nerve endings.*®** 

One feature of this method of treatment is the 
promptness with which relief is obtained. It has not 
been possible to study this carefully, but our partial 
data show that relief is obtained in a few days and 
sometimes in a few hours. 


SuMMARY AND CONCLUSIONS 


In a series of 52 cases of the carotid-sinus syndrome 
x-ray therapy as the sole therapeutic agent effected 
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Figure 2. Attacks of Syncope before and after Treatment. 


a complete remission in 58 per cent. An additional 
12 per cent were moderately benefited, making a 
total of 70 per cent. 

A remission of over fourteen years after irradiation 
is reported. 

This treatment has the advantages of being harm- 
less, affording prompt relief, being inexpensive and 
being successful with all types of the syndrome, 
whether vagal, depressor, cerebral or mixed. 
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MEDICAL PROGRESS 


TUBERCULOSIS 
Donatp S. Kinc, M.D.* 


HANOVER, NEW HAMPSHIRE 


HE year 1954 will stand out as one of special im- 

portance in man’s fight to rid his body of infec- 
tion by the tubercle bacillus. In that year the National 
Tuberculosis Association celebrated the fiftieth anni- 
versary of its founding, and tuberculosis workers over 
the world took note of the tenth anniversary of the 
availability of streptomycin, the first “drug” ever to 
prove effective in the treatment of tuberculosis. 

Since the 1952 progress report emphasis has been 
given to many other interesting points. Outstanding 
among these are the annual meetings on the chemo- 
therapy of tuberculosis in which the Veterans Admin- 
istration, the Army and Navy, the National Tuber- 
culosis Association and the United States Public 
Health Service have all taken an active part. Through 
these conferences a determined effort has been made 
to obtain accurate statistical proof of the effective- 
ness or lack of effectiveness of various drugs and 
combinations of drugs. The statistics have aimed to 
present “concurrent controls” and in this way greatly 
to increase their reliability. A second interesting type 
of conference is the so-called “Pembine type,” orig- 
inally held at Pembine, Wisconsin. At these gather- 
ings different hospitals present reports on a specified 
number of consecutive admissions, starting from the 
same date, and thus have a chance to compare their 
results more effectively than if only selected cases 
were presented. The American Trudeau Society has 
prepared a pamphlet telling how best to plan and 
carry out a Pembine conference. A third instructive 
discussion is that presented by panels of experts who 
have been called together at meetings of the Trudeau 
Society to argue very informally among themselves 
on certain controversial subjects. 

Other noteworthy aspects of the problem discussed 
in detail below are as follows: the importance of the 
discovery of new cases of tuberculosis rather than 
the mere report of deaths; the family as the most 
important epidemiologic unit, and the older men in 
the family as the likely source of infection; the young 
women in the twenties as the next most commonly 

*Professor of thoracic medicine, th Medical School; chief 
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infected group; the importance of the routine chest 
x-ray study of all patients admitted to a general 
hospital; the necessity of at least an initial period of 
sanatorium care for almost every case of active pul- 
monary tuberculosis; and the possibility of compara- 
tively early discharge from the sanatorium with con- 
tinuation of chemotherapy at home. 

When one talks of sanatorium care one imme- 
diately thinks of the startling recent news that the 
world-renowned Trudeau Sanatorium, after a glo- 
rious record of over sixty-nine years, is closing its 
doors because of lack of patients. Undoubtedly, many 
factors have brought about this closure, such as the 
large number of state, county, city and Veterans 
Administration sanatoriums. But as the demand for 
tuberculosis beds decreases over large areas of the 
country one wonders how much this may be due to 
the practice of ambulatory chemotherapy in doctors’ 
offices. At this point one can only surmise. 

It should be mentioned in passing that the annual 
expenditure for the control of tuberculosis in the 
United States is estimated to be $350,000,000, and 
the cost of treating each active case about $15,000. 


STATISTICS 


Death Rates 


In 1900, when the United States had a population 
of 75,000,000, there were about 150,000 deaths from 
tuberculosis, the actual death rate being 188 per 
100,000 population. In 1950, with a population of 
about 150,000,000, there were approximately 30,000 
deaths from the disease, a rate of 22.2 deaths per 
100,000, and tuberculosis was the cause of 1 out of 
every 43 deaths. In 1953 the estimated rate was 12.6. 

Over the years there has been a definite increase 
in the median age at the time of death. In 1924 the 
age was thirty-three and three-tenths and in 1950 it 
was forty-nine and seven-tenths years. In 1950 half 
the deaths from tuberculosis were men forty years 
of age or older. However, it must again be empha- 
sized that tuberculosis is still the first cause of death 
from disease for the group fifteen to thirty-four years 
of age, including females. 
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It is of interest to compare the death rates from 
tuberculosis in various states. In Massachusetts the 
rates per 100,000 were 253 in 1900, 29.6 in 1948, 
18.9 in 1951 and 14.7 in 1952. In Connecticut the 
rate was 34.9 in 1944 and 9.6 in 1953. In “upstate 
New York,” in cities of less than 25,000, the rate in 
1953 was 9.4, but in cities with more than 25,000 it 
was 17.3. 

The death rates in countries abroad afford an 
even more significant comparison. A recent report 
from Denmark shows a rate of 25 in 1948 and only 
11 in 1952. In Turkey the rate is still said to be 
between 100 and 123. 


Disease Rates 


It is still assumed that there are at any one time 
in the United States about 250,000 known active 
cases, with another 150,000 unreported active cases, 
and 800,000 inactive cases. In 1952, when for the first 
time in the United States active cases of tuberculosis 
were reported separately from inactive cases, there 
were 109,837 new cases, 85,607 of these patients 
having active disease. 

In Massachusetts the incidence rate, which signifies 
the number of reported new cases per 100,000 popu- 
lation, was 50.2 in 1952, having been 48.4 in 1951. 
This apparent increase may be due to a rise in the 
number of persons given x-ray examinations in mass 
surveys of the supposedly well. 

Likewise in Connecticut 1280 new cases were re- 
ported in 1943, and 1317 in 1952. Another finding 
of importance in the Connecticut report is that the 
frequency of children under five years of age ad- 
mitted to state sanatoriums was 1.3 per cent in 1943 
and 2.5 per cent in 1953. 

One of the most interesting recent reports’ is from 
Los Angeles County in California, where x-ray ex- 
aminations of 1,700,000 people were carried out and 
1 previously unknown active case was found among 
every 1000 examined; 70 per cent of these were 
moderately or far advanced. As in all recent studies 
the highest rate was in older men, the study showing 
2.95 active cases for every 1000 between fifty-five 
and fifty-nine years of age examined. 

Another important source of statistical informa- 
tion is Schneider’s work in the Veterans Administra- 
tion.? During the past four years he has made an 
x-ray screening survey of 2,513,000 veterans and 
704,000 employees, revealing 12,740 cases of active 
and 34,470 cases of inactive pulmonary tuberculosis; 
85 per cent of the employees with active disease 
were in the minimal stage — a most unusual finding 
in any survey. The number of minimal cases in the 
other group has not yet been determined. Besides 
tuberculosis 91,000 various chest conditions were dis- 
covered during the last year of this survey, but most 
of them did not require special treatment. 

A group of persons whose occupation is regarded 
as hazardous from the tuberculosis standpoint is that 
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of medical students. Abruzzi and Hummel* studied 
reports from 62 medical schools. Between 1940 and 
1950 they uncovered 557 cases of clinical tuber- 
culosis, a case rate of 3.34 per 1000 per annum. 
Many of these were cases of a “primary complex” 
that was in no sense “benign.” 

Very interesting figures are coming out of repeat 
surveys in the same community after a lapse of years. 
For instance, in a high school in a city in Illinois in 
1933-35, the percentage of reactors to tuberculin was 
31.94, whereas in 1948-51 it was only 7.01.‘ 

Another fertile source of previously unknown cases 
of active tuberculosis is the routine chest x-ray exam- 
ination of all admissions to general hospitals. Two 
recent articles are of special interest. One of these 
reports’ that in the Los Angeles County Hospital 
49,478 patients had miniature films on admission to 
the hospital. In the early part of the study this rep- 
resented 63.6 per cent of all admissions, with a later 
increase to 81.5 per cent. In this series 349 cases of 
active tuberculosis were found, or 1.0 per cent of 
the total number given x-ray examinations. Of these, 
208, or 0.6 per cent, were previously unknown. In a 
similar study of admissions at Charity Hospital in 
New Orleans® 428,254 patients were examined. 
There were 13,602 tuberculosis suspects (3.1 per 
cent). Of these, 1903 or 4.4 in each 1000 who were 
studied, had clinically active, previously unknown, 
tuberculosis. 

Of interest in all epidemiologic studies of tuber- 
culosis has been the fate of the minimal lesion. A 
recent report by Lincoln et al.’ deals with 448 cases 
of minimal disease, 134 of which were called active 
at the time of discovery. A fifth of these patients 
with active cases were dead or had active disease ten 
years later; an eighth of those with supposedly ar- 
rested disease had a similar fate. 

The next comment in this statistical review con- 
cerns the number of cases of pulmonary tuberculosis 
developing in hospitals for mental disease. Over the 
years the death rate in such institutions has been 
high, but both morbidity and mortality have declined 
rapidly in hospitals where an annual x-ray survey of 
both patients and employees has become routine. 

In 1951 the tuberculosis death rate in mental in- 
stitutions in California was 3.6 per 1000 as compared 
with 8.0 in 1946.8 Age and the coexistence of other 
organic disease may serve to keep the rate in these 
hospitals higher than that in other hospitals, but 
annual x-ray surveys and adequate isolation, chemo- 
therapy and surgery are already tending to reduce 
the rates to a point closer to that of other institutions. 

It is interesting that a report from Holland gives a 
figure of 3 to 5 per cent of active tuberculosis in 
their institutions for patients with mental disorders. 
A similar rate is reported in the United States. 


TUuBERCULIN TESTING 


In any statistical evaluation of the tuberculosis 
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problem one has to take account of the number of 
persons who react to a skin test with tuberculin. 
About forty years ago the tuberculin test was not 
considered worth doing in a person beyond the age 
of four because even in the United States everyone 
was thought to have developed a positive reaction by 
that early age. Now a negative test is so apt to occur 
even in the older age groups that the tuberculin test 
has become a very important help in differential 
diagnosis at any age. 

One of the confusing problems now demanding 
solution concerns the kind of tuberculin to be used 
for testing, and the strength of the test dose. At 
present most investigators use not the old tuberculin, 
which was a variable product, but the purified pro- 
tein derivative (P.P.D.), which is well standardized. 
It has been customary to employ two strengths, one 
very weak and a second that is much stronger. The 
present controversy pertains to the reliability of the 
second strength, which is considered by Palmer, of 
the Public Health Service, to be so strong that a 
reaction to it may be nonspecific and not a proof of 
tuberculous infection. There are proponents of the 
use of one strength only (an intermediate one), the 
argument being that this is the only strength neces- 
sary to rule out tuberculous infection. The danger 
with such a procedure is that if the person tested is 
strongly tuberculin sensitive the reaction to even this 
weaker test will be, to say the least, uncomfortable. 

In this discussion of the tuberculin test, mention 
should be made of a series <! cases studied by Kreisel 
et al.® in Detroit. Their patients were so sick with 
tuberculosis that they had become anergic or par- 
tially anergic to tuberculin. Under streptomycin the 
treated series of 63 cases showed 51 per cent survival 
after three years, with no survivals in an untreated 
group. 

Further interest in the tuberculin test centers 
around the somewhat controversial opinions of 
Myers,’® of Minneapolis. He maintains that in an 
adult a primary lesion that appears in the x-ray film 
at about the time of the change of the tuberculin 
skin test from negative to positive is usually a benign 
lesion resembling in this respect a primary lesion in 
a child. In spite of his extensive studies over the 
years most observers are inclined to disagree and to 
treat a primary infection that occurs, for example, in 
a medical student as a clinically important active 
lesion. 


BACTERIOLOGY 


Many of the bacteriologic problems are considered 
in a subsequent section under the heading of chemo- 
therapy. The present section deals only with a few 
of the more general aspects. 

Attention should be called first to the ideas expressed 
by Dubos,’** of the Rockefeller Institute. One 
should read his complete articles, but in this summary 
it may be stated that among other things he calls 
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attention to some significant facts. It has been known 
for a long time that it is difficult to obtain a growth 
of tubercle bacilli from the necrotic material in an 
infected area that has no easily demonstrable bron- 
chial communication; however, bacilli persist in cer- 
tain parts of these areas and could probably be 
shown to be living if better cultural methods were 
available, although the bacilli may have taken on a 
different form and be living but not in a form that 
is now recognized. Moreover, the ordinary tubercle 
bacilli may have retreated from the lungs and taken 
refuge in the lymph nodes, where they are often 
easily demonstrated, or they may somehow or other 
keep on living but not be capable of reproduction, 
resembling in this way a castrated animal. What- 
ever their state during chemotherapy the bacilli may 
resume their ordinary form when the treatment is 
stopped, and then the natural powers of resistance 
must again be called upon. Therefore, perhaps, one 
is only practicing the “art of prolonging illness,” and 
the infection is controlled to the extent that it is 
“handicapping without killing.” Attention is again 
called to the fact, too little appreciated, that a posi- 
tive tuberculin test even with an apparently negative 
chest x-ray study means that the person is harboring 
living tubercle bacilli and that various factors may 
at any time lead to an easily demonstrable tuber- 
culous infection. 

Dubos does not attempt to list the factors that 
may thus activate a tuberculous infection, but he 
has presented a masterly review** of a book written 
by 7 Danish physicians on famine disease in German 
concentration camps. 

Besides the influence of starvation on the develop- 
ment of active tuberculosis certain other factors that 
seem to contribute definitely to this end may be 
mentioned. The first of these is gastrectomy. 
Warthin," reporting on this problem in 1953 from 
the Veterans Administration Hospital in Boston, de- 
scribed active tuberculosis that developed in 2 per 
cent of 356 patients treated by gastrectomy, with a 
mortality of 25 per cent. At the time his article was 
written there had been no other reports from the 
United States, but he noted 3 studies in Continental 
journals. There is also a recent report’® from Switz- 
erland concerning the development of 13 cases of 
active tuberculosis after gastrectomy. An even more 
im ressive paper from Denmark’ notes that, in one 
sanatorium, of 33 patients who had had gastric re- 
sections tuberculosis developed after the operation 
in 25. There is now another report from the United 
States.** 

Besides starvation and gastrectomy a third pos- 
sible activator of tuberculosis is ACTH or cortisone. 
There seemed little doubt at the time of the 1952 
report that these were dangerous drugs to use in any 
suspected case of active pulmonary tuberculosis. 
However, since that time it has been found that if 
streptomycin and other antibiotics are given concur- 
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rently much of the danger, at least of short courses, 
can be eliminated. At one time it was believed that 
tuberculous meningitis was a condition demanding 
such combined therapy, but with the advent of 
INH and its extraordinary appearance in effective 
amounts in the spinal fluid, even when taken by 
mouth, there has been little interest in this country 
in any other form of treatment except to try to 
determine what drugs should be combined with the 
INH. 

In the discussion on chemotherapy certain unset- 
tled questions have kept recurring, and these should 
be listed here. The first of these is the effect of a 
closed bronchus leading to an infected area. If the 
bronchus is closed, or practically closed, there will 
be no persistent cavity, and it was known long before 
the days of chemotherapy that it was very difficult 
to obtain positive cultures from such areas. It is 
therefore important not to give undue credit to the 
drugs that may be used in such cases. Dubos speaks 
of the low oxygen and high lactic acid content of 
these areas and believes that these conditions make 
it difficult for tubercle bacilli to grow. 

But even with chemotherapy it is possible to grow 
bacilli pathogenic for guinea pigs from about 10 per 
cent of these supposedly closed lesions. (Hobby re- 
ports 13 per cent positive cultures in 661 resected 
specimens.) These bacilli are usually found in the 
deep necrotic residua that persist in spite of what 
Amberson described as the “drying out of the lesions” 
by chemotherapy. 

The next problem concerns the state of many of 
the acid-fast bacilli found in the closed lesions (this 
does not involve the nonbacillary forms suggested by 
Dubos). Practically all laboratory workers agree 
that the bacilli are very hard to grow, and the ques- 
tion arises whethér they are really dead, or only 
sleeping, or perhaps existing but not able to repro- 
duce. The American Trudeau Society had a lively 
panel discussion on the survival and revival of such 
organisms.** During the argument Steenken reported 
that he had introduced heat-killed tubercle bacilli 
intratesticularly and subcutaneously into guinea pigs 
and that after a year and a half he could remove 
the local caseous areas and “still find myriads of 
acid-fast organisms in the lesions in which we had 
inoculated the dead bacilli.” So he believes with 
many others that the major portion of the bacilli 
found in the closed lesions in man are dead, but 
admits that a small percentage may still be alive. 

In sharp contrast with the cases of closed bronchus 
are those with a definite open bronchus and a per- 
sisting cavity. In such cases even after six months 
of drug treatment live tubercle bacilli are almost 
always found, and they are usually resistant to the 
drugs. However, as Schwartz and Moyer’ have 
pointed out, the important thing is the persistence 
of a positive culture and not so much whether the 
culture shows resistant or sensitive organisms. 
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But a new and strange develupment has been em- 
phasized by Auerbach et al.?° — namely, the develop- 
ment of a complete epithelial lining to some of the 
cavities after drug treatment and an eventual benign 
sort of cavity or cyst that no longer discharges tuber- 
cle bacilli. 

Another bacteriologic fact is that the tubercle 
bacillus is very often found within the body cells of 
its human host. This ties in with the concept stressed 
by Smith”* that in human beings immunity to infec- 
tion by the tubercle bacillus is cellular and not 
humoral. Interesting therapeutic conclusions arise 
from this fact because it has been shown that INH 
penetrates the walls of the cells very easily whereas 
streptomycin does so only if present in toxic amounts. 

There is another interesting fact about INH. 
Tubercle bacilli that are resistant to it may be aviru- 
lent for guinea pigs but still virulent for mice and 
perhaps for human beings.”* 

Several matters of less importance should be 
touched upon. The first is the practical question of 
the comparative clinical and epidemiologic signifi- 
cance of positive smears from sputum versus nega- 
tive smears but eventually positive cultures. There 
are those who maintain that the danger of spread to 
uninfected persons is slight under the latter con- 
ditions. 

Another problem is that of the relative importance 
of laryngeal and tracheal specimens compared with 
gastric contents as a source of tubercle bacilli. 
Chaves et al.** report that concomitant laryngeal 
swabs and gastric contents were taken from 1418 
patients and that the swabs gave only 72 per cent 
as many positive cultures as the gastric aspirations. 
Deakins and Barber” studied 486 gastric aspirations 
and 486 tracheal-lavage specimens. They concluded 
that the results were the same but that the gastric 
aspiration was easier. 

It is also pointed out that a long period of incuba- 
tion may be necessary to obtain a positive culture. 
Cases are reported in which growth did not appear 
until the end of nine months.*® In some cases PAS 
may be present in the sputum of patients who are 
taking it, and the quantity may be sufficient to inter- 
fere with growth in the test tube. 

Finally, a small but significant number of patients 
have disease apparently caused by tubercle bacilli 
picked up from patients whose organisms are already 
resistant to streptomycin. The number of such pa- 
tients is bound to increase with the years. But Cum- 
mings and Livings** report “that 30 (2.6 per cent) 
of 1,166 patients admitted to Veterans Administration 
hospitals and not previously treated with streptomycin 
were found to yield tubercle bacilli resistant to 10 
micrograms of streptomycin per ml.” 

Two new methods of cultivation of the bacilli are 
coming into use. The first of these is the slide 
method, in which sputum is spread on a slide, dried 
and, after washing in acid and water, transferred to 
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a liquid culture medium. The average time for posi- 
tive cultures by this method is wnly three and a 
half days.*’ The second method is culture in the 
yolk sac of embryonated eggs. Positive growth is 
reported in four to six days.”* 

Attention is called to the possibility of false-posi- 
tive cultures of acid-fast bacilli. Some of these 
organisms closely resemble tubercle bacilli but are 
nonpathogenic.*® Others are atypical on culture and 
in animals but do produce a tuberculosislike disease 
in man.*® The third type of acid-fast rod is reported 
to be a stage in the development of a yeast of the 
candida type.** 


PATHOLOGY 


An interesting controversy is now going on regard- 
ing the frequency with which the bronchial lymph 
nodes are the seat of primary tuberculous infection 
in adults as well as in children. Philip Schwartz, 
the principal proponent of the lymph-node theory, 
has written extensively both from Turkey and in the 
United States. He believes that three weeks after 
the primary infection the involved nodes start to 
penetrate the bronchial wall and that about five 
weeks later the pulmonary infiltration begins. It is 
difficult to find just how high he considers the per- 
centage of such a lymphatic spread, but in one 
article** he admits that the frequency is probably 
only 25 to 30 per cent in Turkey, the mid-European 
countries and the United States. Most American 
authorities agree to lymphatic spread in childhood 
but are not convinced that it is of great importance 
in adults. 

With a discussion of lymph-node involvement 
should be linked some remarks about the frequency 
of tuberculous bronchial disease. In a study of 602 
surgically resected specimens only 10 per cent 
showed normal bronchi.** In the remainder, 40 per 
cent demonstrated some degree of endobronchial 
tuberculosis, and 42 per cent bronchiectasis. Of 
these patients with bronchiectasis 49 per cent had 
associated endobronchial tuberculosis. 

Mention should also be made of the discrete, some- 
what spherical tuberculous lesions commonly called 
tuberculomas. Special attention has recently been 
given to these lesions because of the great difficulty 
in differentiating them from bronchogenic carci- 
noma. This difficulty is increased by the fact that a 
tuberculoma may gradually increase in size in much 
the same way as a carcinoma that is not blocking 
a bronchus.** 

Mitchell® reports from the Trudeau Sanatorium 
on 39 cases, without resection or chemotherapy, with 
a progression of the disease in 1 case out of 4. He 
cites other authors who give similar figures. How- 
ever, a recent report from Switzerland** shows that 
in a follow-up study of 77 such lesions 46 per cent 
developed a necrotic center and discharged tubercle 
bacilli into the bronchi, usually within a year after 
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their discovery. The tendency is to resect many of 
these lesions because of this possibility as well as the 
possibility of their being carcinoma. 

A favorite diagnostic procedure is a resection of 
the lymph nodes that lie on the scalene muscle just 
above or beneath the clavicle. This area is explored 
whether or not a node can be felt. Shefts et al.*’ 
describe 187 such explorations. Abnormal nodes 
were found in 67 patients, and only 8 of these were 
tuberculous. The other findings were sarcoid in 38 
cases and carcinoma in 13; the rest were lymphomas, 
histoplasmosis or metastatic lung tumors. 

Tuberculosis of the liver is more common than 
previously realized. From France comes a report*® 
of 39 cases of miliary tuberculosis in children. Liver 
aspiration was performed in 27 of these, and typical 
miliary tubercles were found in 11 cases. Cleve et 
al.*° report 4 cases of “atypical tuberculosis of the 
liver with jaundice” that occurred in Filipinos. 


B.C.G. VaAccinATION 


There is still disagreement about the place of 
B.C.G. in the prevention of tuberculosis.*° It will be 
remembered that B.C.G. is a suspension of a living 
tubercle bacillus (Bacillus Calmette-Guérin), which 
has been attenuated by prolonged growth in a bile- 
containing medium. In many countries, notably the 
Scandinavian ones and recently in Japan, attempts 
have been made to inoculate every citizen who has 
a negative tuberculin test, but there is grave doubt 
of the wisdom of such a procedure in the United 
States. Here the attempts have been limited in the 
main to groups who are particularly exposed to 
tuberculous infection such as doctors, nurses and 
families of persons with active cases. 

Everyone agrees that B.C.G. gives at best only 
partial protection. The most impressive studies in 
the United States are Aronson’s very careful ones in 
the American Indian. He and Stein*? vaccinated 
1551 persons and of this group active pulmonary 
tuberculosis developed in only 4.1 per cent, with no 
cases of miliary disease. Of the 1457 unvaccinated 
controls active disease developed in 16.4 per cent, and 
there were 10 cases of miliary tuberculosis. 

In spite of such figures as these, studies of a some- 
what different nature make one wonder just how 
far a B.C.G. program should be carried in the 
United States. Palmer and Shaw,** of the Public 
Health Service, report extremely careful investiga- 
tions of the following four groups: 70,000 persons in 
Muscogee County, Georgia; 27,000, American Indian 
school children; 165,000 preschool’ and school chil- 
dren in Puerto Rico; and 20,000 mental patients in 
Ohio. They conclude that a large proportion of 
the tuberculosis that appeared during the first years 
after the vaccination program was started occurred 
in the group who were not vaccinated because they 
had already been infected; that the “number of cases 
and deaths is too smail to provide any definite evi- 
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dence on the effectiveness of B.C.G. [and that] these 
studies do not indicate that tuberculosis in this coun- 
try would be more effectively controlled by adding 
mass vaccination programs.” 

At this point it is interesting to consider certain 
reports from abroad. One from Algiers** tells of vac- 
eination of those directly exposed to active tubercu- 
losis in 100 families; 115 of 168 persons not vaccin- 
ated died from tuberculosis, as compared with only 
3 of 188 who were vaccinated. One hesitates to ac- 
cept such striking figures without more information 
about the circumstances but at least they are food 
for thought. In Sweden certain tuberculin-negative 
recruits for the Army were given B.C.G.**; 4.61 per 
1000 of those who had B.C.G. contracted “tubercu- 
lous disease,” and 12.48 of those not inoculated. The 
size of the problem involved when one tries to vac- 
cinate a whole population is brought out by reports 
from Japan,** where from 1944 to 1950 there were 
43,248,778 compulsory B.C.G. vaccinations, not in- 
cluding those of men enrolled in the military service. 

With this background one may turn to the opinions 
of a vigorous opponent of B.C.G. vaccination in the 
United States, Dr. J. A. Myers. His ideas are stated 
in an article appearing in August, 1952,*° and in a 
recent letter.17 He probably overstates his case, but 
it must be admitted that he has a point and a recent 
report of “a fatal case of tuberculosis produced by 
B.C.G.” adds color to his contentions. Among other 
things he again calls attention to the fact, emphasized 
by many writers, that routine B.C.G. vaccination 
would cause an entire population to react positively 
to the tuberculin test and would thus destroy the 
value of this test in determining just how much tu- 
berculous infection is developing in any given seg- 
ment of the population. 


PNEUMOTHORAX AND PNEUMOPERITONEUM 


With the advent of chemotherapy, artificial pneu- 
mothorax, once a popular treatment, has rapidly fallen 
into discard. The reason for this is that before the 
use of drugs an extremely troublesome tuberculous 
empyema developed in many of the patients with 
pneumothorax. Except for this the “selective col- 
lapse” that followed the proper introduction and con- 
tinuation of a pneumothorax was a very effective 
therapeutic procedure. In Kenneth Perry’s*® series 
of cases in England, in which chemotherapy accom- 
panied pneumothorax, there were no empyemas; per- 
haps this should encourage a revival of this form of 
treatment. In a recent letter Woodruff et al.,*° of 
Detroit, suggest such a combined attack. They also 
call attention to the disconcerting fact that if there 
is an area of selective collapse the circulation of blood 
to this area will be rapidly and completely shut off 
so that no drug will be delivered to the diseased area. 
Nevertheless, if chemotherapy prevents the develop- 
ment of empyema, it is invaluable. 

This brings up the subject of artificial] pneumoperi- 
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toneum, a popular addition to chemotherapy, espe- 
cially for extensive bilateral disease. At present, when 
chemotherapy is so obviously effective, it is hard to 
know whether the addition of pneumoperitoneum is 
necessary. But a recent study by Moyer and Schwartz*® 
showed that after a year without pneumoperitoneum 
35 per cent of 46 patients had their cavities closed, 
whereas 63 per cent of 79 patients who had had 
pneumoperitoneum had closed the cavities. Similar 
reports have come from the Trudeau group.™ 

For a comparatively small number of patients an 
extrapleural pneumothorax is often a good procedure, 
sometimes sufficient in itself, and at other times a 
helpful preparation for a thoracoplasty or resection. 
Strieder and Gaensler** report on 47 such operations; 
84 per cent of the patients were well at the time of 
a one-year follow-up study. 

Since empyema was a frequent occurrence after 
artificial pneumothorax without chemotherapy many 
patients so treated had a “thickened pleura,” with 
a limitation of pulmonary function. However, the 
process was not a true pleural change but actually 
a fibrous layer on top of the pleura. Although this 
“peel” cannot be removed as easily in the cases of 
tuberculous empyema as it is in hemothorax sec- 
ondary to war wounds it can often be removed, and 
many such operations have been performed. Un- 
fortunately, in cases of tuberculosis the resulting in- 
crease in lung function is often small. Falk et al.** 
report careful bronchospirometric studies before and 
after decortication in 9 patients. 


THORACOPLASTY 


This time-honored therapeutic procedure cannot be 
discussed in detail in this review. It is being replaced 
to a large extent (perhaps too much) by resection. 
However, attention should be called to a ten-year 
follow-up study of 238 thoracoplasty patients operated 
on during 1937-1947 at the Hermann Biggs Hospi- 
tal.5* The disease was arrested in 70 per cent. It is 
interesting that an eighth of the deaths that did occur 
were due to cor pulmonale. Another valuable report 
comes from the Montefiore Hospital®® and concerns 
90 thoracoplasties originally reported in 1941. At the 
time of the original report 64 patients were con- 
sidered to have arrested disease, and 57 of these cases 
were still inactive in 1951. Hughes et al.°° compare 
111 consecutive thoracoplasties with 131 resections 
done at the same hospital between 1947 and 1951. 
In the thoracoplasties the operative mortality was 1.8 
per cent, late mortality 9 per cent, operative spreads 
9 per cent, late spreads 29.3 per cent, and present 
inactive state 64 per cent. In the resection group the 
operative mortality was 1.5 per cent, the late mor- 
tality 5.3 per cent, operative spreads 7.4 per cent, 
late spreads 18 per cent, and present inactive state 
79 per cent. The similarity of the two sets of figures 
is interesting but it should be noted that almost half 
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MEDICAL INTELLIGENCE 


THE HEADACHES OF MEDICAL 
PRACTICE* 


ALLEN S. Jounson, M.D.+ 


SPRINGFIELD, MASSACHUSETTS 


INCE most of the studies on headache have ema- 

nated from special clinics or from neurologists it 
seemed of interest to investigate the frequency and 
nature of this complaint in a random sample from 
an internist doing largely a family practice not 
devoted to any subspecialty. 

Physicians are particularly indebted to Wolff’ for 
an understanding of the mechanisms responsible for 
headaches. Those of extracranial origin may be due 
to any of the following conditions: distention of cra- 
nial arteries as in migraine, hypertension (not asso- 
ciated with encephalopathy) and the post-traumatic 
syndrome; sustained contraction of scalp muscles re- 
sulting from anxiety, emotional tension or trauma, 
or sustained contraction of extrinsic or intrinsic ocu- 
lar muscles associated with various ocular disorders; 
and nerve irritation in scars from old scalp injuries 
or nerve irritation secondary to inflammation about 
teeth, eyes, ears, nose and paranasal structures. 

Headaches of intracranial origin arise most fre- 
quently from stimulation of nerve endings in blood- 
vessel walls as a result of traction on, or distention 
of, these structures. Productive of this type of head- 
ache are anoxia, emotion, fever and sepsis, nitrites, 
lumbar puncture, “hang-over,” constipation, suba- 
rachnoid hemorrhage and brain tumor. Less fre- 
quently intracranial headaches are due to pressure 
on, or inflammation about, the fifth, ninth or tenth 
cranial or the first, second or third cervical nerve as 
in brain tumor or meningitis. Intracranial headache 
of supratentorial origin is likely to be referred 
through the fifth cranial nerve to areas of the head 
anterior to the ears whereas infratentorial headache 
is referred to the occipital region through the ninth 
and tenth cranial and the first, second and third 
cervical nerves. 

Mere rise of intracranial pressure per se does not 
produce headache unless the underlying cause of the 
intracranial pressure activates one of these mecha- 
nisms affecting pain-sensitive structures. For that rea- 
son there is an understandable lack of correlation be- 
tween headache, brain tumor and increased intra- 
cranial pressure. 


‘ aon at a meeting of the Springfield Medical Club, October 13, 
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One hundred consecutive headaches encountered 
in the course of 1690 patient visits were analyzed for 
age, sex, marital status, headache mechanism and 
causative clinical entity. This 6 per cent frequency 
is slightly lower than the figure of 8 per cent found 
among 10,000 Selective Service registrants between 
the ages of eighteen and thirty-eight years,’ perhaps 
because patient visits rather than new patients only 
were used as the basis for comparison in the current 
study although repeated visits for the same ailment 


“were not counted. 


There were 66 females and 34 males but this pre- 
ponderance was found not to be statistically signifi- 
cant when compared to the ratio of 584 females to 
416 males in a sample of 1000 consecutive patient 
visits. Age distribution, physiologic mechanisms and 
causative clinical entities showed no statistically sig- 
nificant differences between the two sexes in this 
study although vascular headaches are often consid- 
ered to be a feminine failing and von Storch? states 
that three times as many women as men seek relief 
of migraine. Such generalizations without mention of 
the frame of reference may be misleading. In the 
current study twice as many women as men com- 
plained of vascular headache in general and of mi- 
graine in particular, but there were twice as many 
women as men in the series and this preponderance 
was not statistically significantt when compared with 
the sex ratio of patient visits for all causes. Per- 
haps as many men as women suffer from headache 
even though women predominate in the search for 
relief. 

The prevalence of headaches was spread out 
through all decades of life, those consequent to fever 
and sepsis in the young tending to balance the vas- 
cular headaches from emotional tensions in later life. 
The frequency of headache among these 100 patients 
began to increase after the second decade of life, as 
did the age distribution of the 1690 patient visits. 
Marital status did not significantly affect the num- 
ber of either the physiologic mechanisms producing 
the headaches or the underlying clinical causes. 

The physiologic mechanisms responsible for the 
headaches were not always easy to identify. Where- 
as a throbbing headache was indicative of arterial 
distention, 8 patients with steady headache were im- 
mediately relieved by the vasoconstriction afforded 
by intravenous administration of caffeine and 3 of 
these described the headache as a tightness in the 
nuchal and occipital regions characteristic of scalp- 
muscle spasm. One patient with a sharply localized 
area of steady, burning, post-traumatic pain in the 
occiput that suggested nerve irritation was promptly 
and completely relieved for sixteen hours by intra- 
venously given caffeine. The headache of migraine 
is often described as steady and bandlike rather than 
throbbing. In many cases the predominant physio- 
a is a commonly accepted level of significance, meaning that 
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logic mechanism had to be inferred, in the light of 
Weolff’s' studies, from the clinical cause found to be 
responsible. In spite of this admitted lack of precision, 
74 of the 100 patients seemed to owe their headaches 
to vascular distention, and 15 to muscle spasm (usu- 
ally cranial but occasionally ocular) although there 
was probably an element of vasodilatation in the 3 
patients mentioned above. In 11 patients nerve irri- 
tation was the mechanism responsible. The anatomic 
origin of the headaches was about evenly divided 
between extracranial and intracranial sites. An analy- 
sis of the 100 cases of headaches according to wheth- 
er they were the chief or an incidental complaint 
showed that they were about evenly divided. The 
age and sex distribution, the physiologic mechanisms 
and the causative clinical entities were about evenly 
divided between the patients who came in primarily 
for the headache and those who spontaneously men- 
tioned it as an incidental problem. If this question 
had been put to all patients seen during the period 
of this study the frequency,of headache might well 
have equaled the 8 per cent found among the Selec- 
tive Service sample. 

Nervous and emotional tension was responsible for 
30 cases of headache. In 20 of these vasodilatation and 
in 10 sustained scalp-muscle contraction seemed to be 
the mechanism. Migraine accounted for 14 cases and 
hypertension for 7 cases of headache, but emo- 
tional stress was undoubtedly a precipitating factor 
in the majority of these two groups so that they 
might reasonably have been included among those 
due to nervous tension. However, since the patients 
either had significant hypertension without encepha- 
lopathy or satisfied the criteria’ for a diagnosis of 
migraine, they were classified separately. 

Fever or sepsis was responsible for 26 cases of 
headache, nasal or paranasal disease for 8, and acute 
gastrointestinal dysfunction for 7. Three patients 
suffered from eye strain, and 3 had true neuritis or 
neuralgia; 1 had the post-traumatic syndrome, and 
1 had an acute cervical myositis suggesting epidemic 
myalgia. 

Rational treatment should be directed toward cor- 
recting the underlying cause of the headache. In the 
recurrent headaches that characterize migraine and 
tension states, it is worth while to try to identify 
trigger mechanisms that may be modified or elimi- 
nated. Attempts to alter the established personality 
traits of these patients are not always futile. The 
immediate relief of the headache itself demands 
analysis of the physiologic mechanism responsible 
although it is frequently difficult to identify. It is 
hardly necessary to point out that a patient with 
headache accompanied by fever and stiff neck or by 
vomiting and choked disks is not likely to be bene- 
fited by the detailed character analysis that may be 
worth while in the tension states. The current analy- 
sis of 100 consecutive headaches in a medical prac- 
tice suggests that vascular distention is likely to be 
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responsible in 75 to 80 per cent. Various ergot 
preparations have acquired deserved popularity for 
the relief of migraine, but they often cause nausea, 
especially when given parenterally, and are contra- 
indicated in peripheral vascular disease and preg- 
nancy. Moyer et al.* relieved hypertensive headache 
with intravenous administration of aminophylline or 
caffeine and showed that both drugs diminished 
cerebral blood flow by decreasing arterial and post- 
arteriolar distention of the cerebral vessels. Caffeine 
(and to a lesser extent other xanthines) tends to 
constrict blood vessels by stimulating the medullary 
vasomotor center and to dilate them by direct effect 
on the vascular musculature. In the cerebral vessels 
the vasoconstrictive effect predominates in contrast 
to the net effect on peripheral vessels. Although 
Friedman and his associates’ found vasoconstrictors 
no more effective than placebos in the relief of psy- 
chogenic headache, their report does not make clear 
whether the vasoconstrictors were used orally or 
parenterally. In general, however, caffeine intra- 
venously has been discarded as too feeble a vaso- 
constrictor for the relief of migraine.” 

Nevertheless, the results of Moyer and his co- 
workers® seemed to warrant a further trial of intra- 
venous administration of caffeine for the relief of 
headache due to cerebrovascular distention. Of 10 
patients with headache from nervous or emotional 
tension, 9 obtained immediate and complete relief 
from 0.5 gm. (7% gr.) of intravenously adminis- 
tered caffeine sodium benzoate although the head- 
ache recurred a few hours later in 3 cases. Of 9 
patients with migraine, immediate and complete 
relief occurred in 6. Three patients complaining of 
headache associated with fever or sepsis obtained 
immediate and almost complete relief from intra- 
venous injection of caffeine. Two patients with 
hypertension, whose headaches were probably pre- 
cipitated by nervous tension, were promptly relieved 
without significant change in blood pressure. Of the 
23 patients with headaches apparently due to vaso- 
dilatation, 20 obtained prompt and significant de- 
grees of relief after intravenous administration of 
caffeine. When other physiologic mechanisms seemed 
to mediate the headache, caffeine was of little benefit. 
Twenty-one of the 27 patients with various types of 
headache appeared to be significantly benefited by 
intravenous injection of caffeine. However, Fried- 
man et al.° obtained benefit in 57 per cent of 86 
cases treated by placebos, some of which were given 
parenterally. A test of significance applied to a 
comparison of their results with the 78 per cent 
over-all benefit in the current study shows that this 
apparent superiority is not significant, since a differ- 
ence of 21 per cent could occur once in 28 samples 
of this size as a result of chance alone. When the 
results in the placebo group are compared with the 
87 per cent benefit obtained with intravenous ad- 
ministration of caffeine in purely vascular head- 
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aches, such a large difference could occur as a result 
of chance alone less than once in 1000 samples of 
this size. 

Although there appears to be a sound physiologic 
and statistical basis for the intravenous use of caf- 
feine in headaches due to vasodilatation, suggestion 
may have played a large part, for needles, since the 
days of acupuncture, have been recognized as power- 
ful psychotherapeutic instruments. This is well illus- 
trated by the experience of a woman, not included 
in this series, whose husband had obtained dramatic 
relief from intravenous injection of caffeine. Her 
intractable headache of three days’ duration was 
completely relieved within a few seconds of her feel- 
ing the needle puncture although technical difficulties 
prevented actual administration of the drug. It is 
probable that, for some time to come, the symp- 
tomatic treatment of headache will depend on aspi- 
rin, sedation and sympathy -—— augmented when nec- 
essary with codeine. 
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AN UNUSUAL CASE OF CUTANEOUS 
BLASTOMYCOSIS 


Joun Gopwin Downino, M.D.,* anp 
Foran, Jr., M.D.+ 


BOSTON 


cutaneous or systemic, is a 
rare disease in New England, though not uncom- 
mon in other parts of North America. Reports of re- 
infection are scarce. The chronicity of cutaneous blas- 
tomycosis and its tendency to recur in previously af- 
fected areas after months and even years are well 
known. 

Cutaneous blastomycosis is usually a _ benign, 
chronic and disfiguring disease. Systemic blastomy- 
cosis, on the other hand, has a mortality of approxi- 
mately 92 per cent, though in recent years this figure 
has been lowered by the use of the aromatic diami- 
dines, especially stilbamidine.* 

Cutaneous blastomycosis, as a rule, localizes on the 
exposed surfaces of the body or areas injured by 
scraping or other slight trauma. The natural habitat 
of the organism, Blastomyces dermatitidis, is not 
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known. Damp, rotting wood may be the source, since 
many cases have been seen in people handling such 


the Lesion on 25, 1953. 


Ficure 1. 


material. On the other hand, it has also been seen 
in farmers handling straw and grain.* 

We believe that the patient described below had a 
reinfection — that is, a second inoculation with the 


Ficure 2. ‘cabbie of the Raila on May 7, 1954. 


causative organism. His original lesions, reported in 
1931, remained healed for twenty-two years. His 
type of work (handling animals, straw and grain) is 
consistent with reports of many others who contracted 
the disease. 


Case Report 


C.C., a 34-year-old man, was seen at the Boston City 
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Hospital in July, 1929, with crusted, red, oval, fungating 
lesions of 3 months’ duration. They were located on the 
frontal area of the scalp, the anterior aspect of the neck 
‘ and the lateral aspect of the upper left arm. He had worked 
for circuses and around lumber yards off and on for years. 
Several weeks before the onset of the primary lesion, the area 
affected was struck a glancing blow by a piece of old lumber. 

Double-contoured, refractile round bodies were found on 
smear, and culture showed an abundant, white, yeastlike 
growth. Biopsy revealed typical acanthosis, with miliary ab- 
scesses in the epidermis and a granulomatous reaction in the 
dermis. Double-contoured round organisms were seen with- 
in the macrophages. 

The lesions of the neck and left arm were widely excised, 
and the scars healed uneventfully. Because of its location, 
the lesion of the forehead was treated with carbon dioxide 
snow and electrodesiccation. It decreased in size and finally 
healed completely after several weeks of potassium iodide 
solution orally. When the patient was last seen in January, 
1931, all the lesions were healed. 

He was not seen or heard from again until June 25, 1953, 
when he was referred to us by his family physician for diag- 
nosis and treatment of a recalcitrant “boil” on the left 
thigh. This “boil” had been present for 6 months, having 
resisted a variety of local medications, For 10 years he had 
worked as an animal keeper at a local zoo. He did not re- 
call any injury to the thigh and first noticed the lesion when 
a small “boil” failed to heal. In the succeeding 3 or 4 


months, the “boil” enlarged and became warty in appear- 
ance. The old scars had remained completely healed since 


1931. 
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Examination revealed a reddish-brown, verrucous, sharp- 
ly outlined, indurated plaque, 6 by 4 cm., on the lateral 
aspect of the lft thigh just below the trochanter of the 
ilium. The surface of the lesion was moist and crusted 
(Fig. 1). The scars on the forehead, neck and left arm 
were healed and gave no evidence of activity. 

A smear demonstrated several round, doubly refractile, 
budding organisms. biopsy was refused. Tincture of 
iodine, mild (U.S.P.), locally and saturated solution of 
potassium iodide internally were prescribed for 8 weeks, with 
complete healing of the lesion. The patient was last seen 
in May, 1954, when the area remained healed (Fig. 2). 


SUMMARY 


An unusual and rare case of cutaneous re-infection 
with Blastomyces dermatitidis after a twenty-two- 
year interval is reported. This reinfection responded 
promptly to the use of iodides. 
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CASE 41031 
PRESENTATION OF CASE 


A twenty-two-year-old housewife was admitted to 
the Emergency Ward because of chest pain of twelve 
hours’ duration. 

She had been well until three and a half years 
previously, when she was first admitted to the hos- 
pital because of a bout of hematuria and persistent 
headaches. A severe state of hypertension (blood 
pressure of 260 systolic, 150 diastolic) was found and 
also papilledema. Renal studies done at this time 
included normal urea clearance, phenolsulfonphtha- 
lein excretion, intravenous pyelogram and urinalysis 
except for a ++ test for albumin. Examination of 


the heart showed no enlargement or murmurs. She 
was discharged on conservative medical management, 
but the hypertension failed to improve and she was 
readmitted to the hospital two months later for a 
bilateral thoracolumbar sympathectomy. This pro- 
cedure produced mild symptomatic relief but no 
significant change in the level of the consistently 
elevated blood pressure. She was closely followed in 
the hypertension clinic, and over the next two-and-a- 
half-year period there were eight separate admissions 
to the medical service that were principally for the 
purpose of periodic evaluation of her general status 
and response to protoveratrine management. During 
this time, the hypertensive state persisted with little 
fluctuation. However, during this interval the patient 
generally felt well and led a fairly normal life. She 
married and became pregnant about seven months 
before the final admission. During the pregnancy 
she noted hematuria on two occasions. Abortion in 
the sixth month of pregnancy was followed in a week 
by hematuria. When she was seen in the hyperten- 
sion clinic about a week after this, the optic disks 
were blurred, and the blood pressure was 230 systolic, 
170 diastolic. The urine had a specific gravity of 
1.006, with a ++ test for albumin and many red 
cells in the sediment. Two weeks later at another 
clinic visit she reported four episodes of headache 
in the interim, and the blood pressure was again 240 
systolic, 170 diastolic, and the pulse 110. Urinalysis 
showed many red cells in the sediment, a + + + test 
for albumin and a specific gravity of 1.006. The 
serum nonprotein nitrogen was 46 mg. per 100 cc. 
Two weeks later the blood pressure was 260 systolic, 
170 diastolic, and the pulse 130. She was having 
headaches most of each day, and vision in the right 
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eye had been very poor for the preceding two days. 
The disks were again poorly outlined, but no hemor- 
rhages or exudates were noted. Four days later a 
severe, steady, squeezing pain in the chest and numb- 
ness of the legs developed, both of which started 
simultaneously at about 7 a.m. The numbness of the 
legs lasted for an hour and a half, was relieved by 
morphine administered by a local physician and did 
not recur later in the day, and she was able to move 
the legs. But throughout the day the chest pain con- 
tinued and was accompanied by nausea and vomit- 
ing of anything taken by mouth. She was admitted 
to the Emergency Ward at 6 p.m. 

Both parents had a history of hypertension, and 
her sister had toxemia of pregnancy. 

Physical examination disclosed a thin, pale woman 
who appeared chronically ill and complained of a 
dull, tight precordial pain. Examination of the eyes 
revealed + +++ papilledema, with exudates. The 
heart was enlarged, the border extending to the left, 
and a Grade 4 diastolic, high-pitched, very loud 
murmur was heard over the entire precordium, best 
over the aorta; a Grade 3 systolic murmur was heard 
over the base. One observer detected a systolic thrill 
over the base. The liver was questionably enlarged. 
The extremities had good pulses and normal sensa- 
tion. 

The temperature was not recorded; the pulse was 
84, and the respirations 24. The blood pressure was 
280 systolic, 220 to 80 diastolic. 

Urinalysis revealed a +++ test for albumin, a 
specific gravity of 1.010 and a sediment loaded with 
red cells. Examination of the blood demonstrated a 
hemoglobin of 12.0 gm. per 100 cc. and a white-cell 
count of 25,300. An electrocardiogram showed hyper- 
trophy of the left ventricle, without evidence of 
myocardial infarction. 

While being re-examined on the ward five hours 
after admission the patient asked for some water. 
She drank a little, vomited, threw back her head, 
moaned, made a few convulsive movements with the 
hands and died. Intracardiac needling and artificial 
respiration were of no avail. 


DiFFERENTIAL DIAGNOSIS 


Dr. Davip Litrmann*: This is a tragic account of 
a young woman who died at the age of twenty-two of 
a disorder that first became apparent only about 
three and a half years before. The illness falls natu- 
rally into three or perhaps four chronologic divisions: 
the first lasted roughly three years from the time she 
first became aware of headaches and hematuria until 
the abortion; the second lasted about six- weeks from 
that time until the onset of the chest pain; and the 
third, the catastrophic episode, lasted sixteen or 
eighteen hours. The possible fourth period about 
which we can only speculate preceded the first and 
lasted for an unknown period. Judging at least from 
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the type of therapy that ensued, I think that those 
who attended her when she first came into the hos- 
pital must have considered the various causes of 
severe hypertension and, to their satisfaction, ruled 
them all out with the exception of essential malig- 
nant hypertension. For the purposes of this exercise, 
however, I shall review the other possibilities to see 
if I can similarly rule them out. They should in- 
clude pyelonephritis, glomerulonephritis, obstructive 
uropathy, polycystic disease, perinephritis or Gold- 
blatt phenomenon, as well as such endocrine possibili- 
ties as pheochromocytoma, Cushing’s disease and 
possibly arrhenoblastoma, and finally coarctation of 
the aorta. Perhaps, at this time, since coarctation is so 
important, we might look at the films. 

Dr. Joun F. Grspons: In the chest films taken at 
least three years before the final admission, the heart 
does not appear to be particularly enlarged; the lungs 
look normal, and the descending aorta, which is clearly 
seen, gives no evidence of coarctation — there is no 
notching of the ribs and no other stigmas of that 
condition. The chest films taken after the dorso- 
lumbar sympathectomy had been done on one side 
and those taken a year or so later, after the other 
side had been operated on, again disclose no enlarge- 
ment of the heart and no pulmonary disease. An 
intravenous pyelogram early in the year of the initial 
onset of the known symptoms is normal except for 
possibly minimal blunting and dilatation of the upper- 
pole calyxes on the right side and perhaps those of 
the middle pole also. 

Dr. Littmann: Not enough to call pyelonephritis? 


Dr. Grszons: Not enough to call anything but 
very early or minimal changes due to pyelonephritis. 
In another pyelogram that appears to have been 
taken soon after the interruption of the pregnancy 
because the collecting system looks hypertrophied — 
a common occurrence during pregnancy — there is 
again a suggestion of blunting of the upper-pole 
calyxes on the right side but no progression of the 
damage to the collecting system in the interim. The 
kidneys appear to be normal in size. I see no evidence 
of an adrenal mass in those films although we could 
miss one because of the gas in the abdomen. 


Dr. Litrmann: It seems unlikely, therefore, that 
this patient had clinical coarctation of the aorta. 
Glomerulonephritis, of course, is a common cause of 
hematuria, which was in fact the presenting com- 
plaint; I find it difficult to believe that the extraor- 
dinary blood pressure and Grade 4 retinopathy with 
normal urinary function and only a ++ test for al- 
bumin were the result of glomerulonephritis. Similarly, 
pyelonephritis with a relatively normal excretory uro- 
gram and with negative urinary cultures seems un- 
likely. These, of course, also rule out any obstructive 
uropathy. Moreover, the appearance of the kidneys is 
against perinephritis or perirenal hemorrhage from 
injury or the like. In any event the kidneys must 
have been examined during the syr~athectomy, and 
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probably those possibilities were ruled out then. By 
the same token polycystic kidneys would hardly fit 
this normal excretory pattern, and I doubt if a pheo- 
chromocytoma would account for the picture, though 
it might clinically. A pheochromocytoma, presum- 
ably, could have been handled during the sympa- 
thectomy if it appeared in the usual location. I do 
not think we need seriously consider Cushing’s dis- 
ease or arrhenoblastoma in the absence of their 
common manifestations, nor do I believe either of 
those conditions can produce hypertension of this 
order. I think my diagnosis would be the same as 
the one that was probably made on the service during 
this first period of the illness — that is, diffuse arterial 
disease, with malignant nephrosclerosis. 


During the second period, after the abortion when 
the patient failed rapidly, the systolic blood pressure 
rose from 230 to 260 while the diastolic remained 
at a level of 170. The urine was no longer well con- 
centrated — it only concentrated to a specific gravity 
of 1.006. I assume that it was adequate earlier 
because of the statement that the urine was “other- 
wise normal.” The albumin increased somewhat in 


quantity, and the red cells became more numerous. 
There was a modest elevation of the nonprotein 
nitrogen, suggesting beginning renal failure —- the 
most common ending in malignant hypertension. The 
pulse had become rapid, suggesting beginning cardiac 


inadequacy, the vision became poor, and the pap- 
illedema was once more apparent. 

During the third period she had an acute pain in 
the chest, which was new and different and was 
simultaneous with the numbness of the legs. It is 
stated that after the numbness disappeared she was 
able to move her legs. I infer from this that she 
was not able to move them when numbness was 
present and that she had, in fact, a transitory para- 
plegia. The pain simulated that of coronary-artery 
disease although there was no radiation. The pain 
persisted and apparently lasted until she died. An 
interesting detail is that she now demonstrated a 
diastolic murmur of extensive degree and a systolic 
murmur and thrill, none of which had apparently 
been present before. The liver was probably en- 
larged, and the extremities demonstrated good pulses. 
Curiously enough, the cardiac rate, which had been 
a good deal faster, was now only 84, the respira- 
tions were rapid, and the blood pressure had the 
extraordinary level of 280 systolic and 220 to 80 
diastolic. I should imagine that there was a change 
in the sounds at 220 and that sounds were heard to 
a level of 80. The urine was further altered, with a 
+++ test for albumin, and the sediment was loaded 
with red cells. A hemoglobin of 12 gm. per 100 cc. 
does not mean much unless I knew what it had been 
in the past. If it had been normal previously, the 
12-gm. level may have meant blood loss in the im- 
mediate past. The white-cell count of 25,000 paral- 
lelled the degree of the illness, and the electrocardio- 
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gram showed only hypertrophy of the left ventricle, 
which I suspect was present before. The only diag- 
nosis that would fit with hypertension and a sud- 
denly developing aortic diastolic murmur, with or 
without pains or weakness of the legs, is dissection of 
the aorta. 


Before I go on to that I shall mention the more 
unlikely possibilities. Rupture of a valve cusp does 
not occur in a previously normal valve; commonly, 
there has been an injury or infection such as bacterial 
endocarditis, neither of which was present here. Per- 
sons with severe hypertension may acquire aortic 
diastolic murmurs owing to dilatation of the ring, but 
this is a limited stretch; the murmur is usually 
rather soft and commonly is not, or is only to a 
minor degree, reflected in the diastolic pressure. In 
the case under discussion the diastolic pressure was 
170 and then went down to 80. I am forced to con- 
clude that something happened to the aorta, pre- 
sumably a dissecting aneurysm. 

Most dissections, about 70 per cent, occur in the as- 
cending aorta, and a fair proportion, perhaps 25 to 
30 per cent, result in an aortic diastolic murmur. The 
mechanism is of some interest; it is apparently not 
due to stretching of the ring but probably to distor- 
tion of the cusps by a hematoma behind them or to 
sagging of one or more cusps after loosening of the 
endocardial layers a short distance above them. 
The systolic murmur and thrill, perhaps, can be ac- 
counted for on the basis of the rent, permitting a por- 
tion of the endothelium to protrude into the lumen 
and producing partial obstruction. These tears, which 
may heal and form a curious valvelike structure above 
the normal valves, by themselves do not interfere 
greatly with the patient’s health. Such persons, how- 
ever, usually die within months or a year or so of 
aortic insufficiency and cardiac failure. There was no 
time for this here. 


The age of this patient interested me, and I took °° 


the opportunity to look up dissecting aneurysms in 
young people. It is not terribly uncommon in this 
age group, comprising about 20 to 25 per cent of the 
reported cases of dissecting aneurysm. Among those 
almost a third, 31.9 per cent, have either narrowing 
or frank coarctation of the aorta, It is not the hyper- 
tension resulting from coarctation but the fact that 
there is an alteration of the medial layers of the aorta, 
making them especially susceptible to medial cystic 
necrosis, that predisposes to dissection or rupture. It 
is likely here despite the absence of the usual mani- 
festations of frank coarctation. Of the 141 patients 
under the age of forty that were studied, 49 were 
women’; 24, or almost exactly half, had their acci- 
dents either during or in the early weeks after preg- 
nancy — only 2 of these had the dissections during 
labor. It has been suggested that alteration of the 
lipid metabolism that occurs during pregnancy may 
also lead to medial necrosis, which makes the aorta 
more subject to subsequent laceration.” 
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Neurologic manifestations, such as were present in 
the case under discussion, are said to occur in ap- 
proximately 10 to 20 per cent of all patients with 
dissecting aneurysm. As a matter of fact one such 
case, in which transient paraplegia occurred, was 
discussed here by Dr. Walter Bauer.* Those cases 
that came to subsequent examination usually dem- 
onstrated occlusion of the lower intercostal or upper 
lumbar vessels, which may have taken place in the 
case discussed today. The presence of good pulses 
in all extremities is possible and may merely mean 
either that the large vessels to the arms and legs were 
not compromised or that perforation back into the 
lumen of the aorta occurred, permitting adequate 
circulation to the limbs. 

The pain was far from characteristic but is not 
always tearing and renting. It usually follows the 
course of the aorta backward in the chest and down 
the back. In this case it was limited to the mid- 
chest and may have been due to impairment of car- 
diac circulation from the dissection proximally. If, 
by some chance, the electrocardiogram was different 
from the past record, this may have been the ex- 
planation. 

I shall conclude that this patient had diffuse arteri- 
al disease, with malignant nephrosclerosis, a dissect- 
ing aneurysm of the ascending aorta, with dissection 
backward and probably forward to involve the inter- 
costal vessels, and possibly, that she had a narrowing 
but not a frank coarctation of the aorta. 

Dr. Roy VacEtos: I do not believe that she 
had paraplegia at any time. On the evening before 
admission, while lying on the couch, she noted some 
spontaneous movement in both legs. Her husband, 
who was holding her legs on his lap, noticed that 
they were moving. When the movement stopped 
she was perfectly well. The next morning she had 
numbness for an hour and a half, without any loss 
of motion, that cleared up. She had dorsalis-pedis 
pulses when I saw her. 

Dr. WinrieLp S. Morcan: Dr. Currens, you fol- 
lowed this patient during most of her illness, Do 
you have any remarks to make? 

Dr. James H. Currens: Several features about 
the history and course during the three years that I 
followed her were of interest. When she came to the 
hospital the family history was noted as being non- 
contributory. Later, however, the blood pressure of 
her parents was taken; the mother had a moderate 
degree of hypertension that was asymptomatic, with 
a blood pressure of 220 systolic, 120 diastolic. The 
father had mild hypertension and has since died of 
coronary-artery disease. One sister has had toxemia 
of pregnancy. This illustrates the strong family his- 
tory in many young patients with hypertension and 
the fact that sometimes the members of the family 
have to be examined to determine this association. 

Another point of interest is that at the time of 
sympathectomy three years before death a Grade 3 
nephrosclerosis was reported from the renal biopsy. 
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It was noteworthy that renal function was good at 
that time and thereafter until perhaps a month before 
death. Drug treatment in the form of protoveratrine, 
four to six times a day, was started about three 
months after the sympathectomy at a time when 
papilledema and exudates were still present. The 
patient was maintained on some type of drug treat- 
ment from then on and tried the several antihyper- 
tensive drugs available at one time or another. Hex- 
amethonium, by injection, resulted in excessive pos- 
tural hypotension and tachycardia, necessitating her 
lying down for one or two hours after the injection. 
Hydralazine, in moderate dosage, resulted in tachy- 
cardia and did not seem to have an appreciable effect 
on the blood pressure. Reserpine, in doses that 
seemed to affect the blood pressure, produced much 
lethargy, weakness and drowsiness, and she declined 
to take this medicine after a short time. Protovera- 
trine resulted in nausea and vomiting every three 
to four weeks, but these unpleasant symptoms were 
acceptable to the patient since she did get good 
relief from headache and palpitation of the heart. 
Protoveratrine alone was the drug that she used dur- 
ing most of the course. 

The high blood pressure and pulse rates recorded 
from the clinic are misleading in that under observa- 
tion in the hospital while she was taking the drug 
there was moderately good control of both. The 
blood pressure did undulate and was lowest two or 
three hours after oral administration, when it was 
usually in the mildly hypertensive range. This was 
undoubtedly what was going on while she was at 
home. 

I should like to stress the adverse effect of preg- 
nancy in this case. Until the time of pregnancy it 
seemed that she was doing well. There was no 
papilledema, hemorrhages or exudates in the retinas. 
The renal function was good, and the electrocardio- 
gram was not particularly abnormal. With preg- 
nancy, in spite of the sympathectomy, which has been 
said to help hypertensive patients through pregnan- 
cy,* she became worse and failed progressively. It 
was during pregnancy that she had recurrent hema- 
turia, presumably resulting from “renal apoplexy.” 

Dr. Morcan: Do you think she had much longer 
to live even without the pregnancy? 

Dr. Currens: I cannot say; she was reasonably 
well until she became pregnant. We encouraged her 
to have an interruption of the pregnancy, but she 
refused. 


CurnicaL DIAGNOSES 


Hypertensive vascular disease, severe. 
Nephrosclerosis. 
Ruptured aortic cusp. 


Dr. Davin LittMann’s DIAGNOSES 


Dissecting aneurysm of ascending aorta. 
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Narrowing of aorta. 
Malignant nephrosclernsis, diffuse. 


ANATOMICAL DIAGNOSES 


Dissecting aneurysm of aorta, with hemopericar- 
dium. 

Malignant nephrosclerosis. 

Coronary-artery disease, severe. 


PATHOLOGICAL DiscussION 


Dr. Morcan: Dr. Littmann has analyzed this 
case very accurately, and I can do little more than 
confirm his predictions. At autopsy the heart, lungs, 
liver, pancreas, adrenal glands and spleen were nor- 
mal. When the pericardial sac was exposed, it had a 
bluish discoloration, and when opened it was found 
to contain about 500 cc. of fluid and clotted blood. 
The origin of this was, as Dr. Littmann predicted, a 
dissecting aneurysm that started in an irregular, shag- 
gy tear 0.5 cm. above the aortic valve. This had dis- 
sected in the outer medial layer up around the roots 
of the great vessels and had extended down to a 
point below the level of the renal arteries but had 
not broken through the intima again to form a dou- 
ble-barreled lumen. There was patchy atherosclerosis 
of the aorta, and microscopical examination showed 
severe cystic medial necrosis, especially in the region 
of the dissection. The type of change came as a sur- 
prise because Gore,® in his analysis of these cases, 
found a loss of elastica in young persons and a loss of 
muscularis in the older age group, In this case we 
found just the reverse: the elastica was very well pre- 
served, but there was degeneration and loss of the 
muscular elements. The heart showed moderate hy- 
pertrophy of the left ventricle, which measured 
about 18 to 19 mm. but weighed only 350 gm.—not 
tremendous enlargement. There was no coarctation 
of the aorta. The coronary arteries exhibited severe 
sclerosis, with focal points of calcification and areas 
in which there was almost complete obliteration of 
the lumen. There were no thrombi, however, and 
no evidence of myocardial infarction, either old or 
recent. 

The kidneys weighed 100 gm. apiece and had 
markedly granular cortical surfaces, the granularity 
being fairly uniform. With the exception of a few 
areas that suggested pyelonephritis they revealed 
extreme arterial and arteriolar nephrosclerosis, with 
intimal proliferation and extreme narrowing of the 
vascular lumens. In addition to the vascular changes 
there were interesting changes in the glomeruli, 
and I think that many pathologists, if presented 
with the slide of the kidneys taken from the 
autopsy, would seriously consider the diagnosis of 
glomerulonephritis because the changes in the glo- 
meruli were those of proliferation, with attachment to 
the glomerular capsule and even crescent formation, 
all the changes usually associated with glomerulone- 
phritis. Against this, however, we have the sections 
of the bilateral renal biopsies taken three years previ- 
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ously when the disease was alveady well advanced. 
These revealed Grade 3 vascular disease but did not 
show any glomerular change. I think, therefore, that 
we must assume that some stimulus had occurred re- 
cently that caused the proliferative change in the 
glomeruli; just what this was or whether the preg- 
nancy played any part in its development I do not 
think we can say definitely. There was no infarction 
of the kidneys; the tubules did not contain blood, and 
there were none of the acute changes that we see in 
the terminal stages of so-called malignant fulminant 
nephrosclerosis such as fibrinoid necrosis of the affer- 
ent arterioles. 

Sections of the aorta, including the dissection chan- 
nel, showed early neutrophilic infiltration consistent 
with the period of sixteen or seventeen hours. The 
chest pain certainly sounded as though it was of 
coronary type, and I think, in view of the finding of 
the tear in the aorta, that we can easily picture an 
expanding hematoma in the region of the aortic valve 
that compressed and compromised the lumens of the 
already severely narrowed coronary arteries. The leu- 
kocyte count of 25,000 I should attribute to the dis- 
section and hemorrhage. 
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CASE 41032 


PRESENTATION OF CASE 

A seventy-three-year-old man was admitted to the 
hospital because of low-back pain. 

Five years previously he first noted the onset of 
back pain, which developed suddenly over a two-day 
period. He was hospitalized at the time and treated 
with traction and felt improved. Since then he had 
worn a back brace, with relief except for one or two 
flare-ups of the pain yearly. Two months before ad- 
mission, after a long automobile ride, the back pain 
recurred, and radiated to the left buttock, thigh and 
knee. It had not abated and had become worse in 
the past two weeks. It was somewhat relieved by bed 
rest and aggravated by walking, standing or sitting. 
Heat afforded only slight relief. Since the onset of 
pain he had eaten poorly, and he believed he had 
lost about 5 pounds in weight. 

A transurethral resection for benign prostatic 
hypertrophy had been performed six years before ad- 
mission. 

Physical examination revealed a well developed 
and well nourished man in no acute distress, The 
heart, lungs and abdomen were normal. On rectal ex- 
amination the prostate was small and soft. He was 
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able to walk without a limp and to stand erect al- 
though he complained of slight back pain on ex- 
tension of the back, as well as on bending to the left. 
There was slight tenderness just lateral to the left 
sacroiliac joint and slight spasm of the erector spinae 
muscles. Straight-leg raising to 80° was possible bi- 
laterally. There was good range of motion in the 
hips, knees and ankles. There was no muscle atrophy. 
Deep tendon reflexes were hypoactive, although equal 
bilaterally. There were no sensory changes. 

The temperature, pulse and respirations were nor- 
mal. The blood pressure was 160 systolic, 94 diastolic. 

Urinalysis gave normal findings. Examination of 
the blood revealed a hemoglobin of 14.8 gm. per 100 
cc.; the white-cell count was 10,000, with a normal 
differential. The sedimentation rate was 36 mm. in 
one hour. The serum nonprotein nitrogen was 23 
mg., the fasting blood sugar 100 mg., the alkaline 
phosphatase 0.8 units, the acid phosphatase 1.8 units, 
the total protein 6.9 gm., the albumin 4.6 gm. and 
the globulin 2.3 gm. per 100 cc. A stool was guaiac 
negative. An electrocardiogram gave a normal trac- 
ing. A roentgenogram of the chest was also normal, 
as were films of the skull. Films of the thoracic and 
lumbar spine and pelvis showed considerable decalci- 
fication as well as degenerative changes about mar- 
gins of the majority of the lower thoracic and lumbar 
vertebras. The body of the first lumbar vertebra was 
rather dense and showed a few areas of rarefaction, 
with fuzziness of the margins of the body (Fig. 1). 
There were similar but less marked changes in the 
transverse processes. Another study of the lumbar 
spine about two weeks later again revealed the 
changes in the first lumbar vertebra and considerable 
compression of the vertebra, suggesting that a com- 
pression fracture had occurred. An intravenous 
pyelogram outlined normal kidneys and ureters, with 
slight elevation of the floor of the bladder consistent 
with prostatic enlargement. A gastrointestinal series 
was negative except for a small diverticulum of the 
third portion of the duodenum. 

After admission the low-back pain was intermittent 
and became less severe and less frequent as compared 
with two weeks previously. Upon recurring it in- 
volved the lower back, left buttock and anterior left 
thigh. On the twenty-sixth hospital day an operation 
was performed. 


DirFERENTIAL DIAGNOSIS 


Dr. WituiaM H. Sweet*: Before I ask for a pres- 
entation of the films, which seemed to be crucial in 
this case, I shall make a few comments. 

The symptoms — the back pain, the pain radiating 
to the left lower limb, the minimal signs of tender- 
ness in the left sacroiliac joint, and the spasm of the 
erector spinae muscles — all seem to fit fairly well 
with a lesion localized in the first lumbar vertebra as 
the report of the x-ray films indicated. Particularly, 
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the recent radiation of pain down the anterior aspect 
of the left thigh and the fact that the patient was able 
to do straight-leg raising to 80° on both sides suggest 
that the lesion was high in the lumbar spine rather 
than lower down, where a lesion would have caused 
difficulty with straight-leg raising and pain in the 
posterior aspect of the limbs. 

Perhaps the radiologist would show us the films 
now. I really believe he should be discussing this be- 
cause it is a radiologic problem in diagnosis, and I 
shall discuss it from the standpoint of an amateur. 


Ficure 1. Roentgenogram of the Spine. 


The body of the first lumbar vertebra (arrow) is reduced in 
height and shows irregular mottled densities throughout its 
substance. 


Dr. C. C. Wanc: As recorded in the protocol 
there is considerable decalcification of the dorsal and 
lumbar spine. The most interesting findings are the 
osteoblastic and osteolytic changes of the body of the 
first lumbar vertebra (Fig. 1). These changes also 
involve the left transverse process and the pedicle on 
both sides. The involved vertebral body is decreased 
in width, but the adjacent intervertebral-disk spaces 
appear normally preserved. There are no para- 
vertebral soft-tissue masses and no focal calcification 
in the soft tissue. Considerable degenerative arthritic 
lipping is present in the lumbar spine. X-ray films of 
the chest and skull are normal. 

Dr. Sweet: You mean the lesion in the vertebra 
has changed in two weeks’ time. 

Dr. Wane: Yes; further collapse of the first lum- 
bar body has occurred in that period. 

Dr. Sweet: Would you say that, in addition to 
the process described, there was an increased amount 
of osteoblastic activity? 

Dr. Wanc: That is difficult to judge. There may 
be a little more on the second admission. 

Dr. Sweet: I believe this grossly abnormal verte- 
bra with its excessive diffuse sclerosis, perhaps along 
with the generalized demineralization, constitutes a 
focal point around which a diagnosis might be based. 
First of all I think I can rule out rather briskly such 
generalized metabolic diseases as hyperparathyroid- 
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ism and granulomatoses such as Gaucher’s disease 
and eosinophilic granuloma. The rest of the verte- 
bras do not show any fishmouth change as one would 
see in hyperparathyroidism, and the alkaline phospha- 
tase was normal rather than elevated as it would be 
in that disease. The granulomatoses usually occur in 
much younger persons and usually produce much 
more extensive erosion of the bone rather than in- 
creased density and sclerosis as was seen on that spot 
film of the first lumbar vertebra. 

A type of generalized disorder, which I think I 
must seriously consider, is Paget’s disease, which can 
also be monostotic — in its gross roentgenologic ap- 
pearance at any rate. It is usually accompanied by a 
high alkaline phosphatase, but in the monostotic 
form the elevation may be slight or, I believe, absent. 
So, since Paget’s disease does tend to occur in the 
older age group, I shall have to index this disorder for 
consideration when I make a final diagnosis. I can- 
not rule it out immediately. 

I think I can exclude inflammatory lesions — tu- 
berculosis, syphilis and actinomycosis — that might 
produce a long-standing disease confined to a single 
vertebra, because in this patient the adjoining disk 
spaces were well preserved; they are usually affected 
in all three of those disorders. There was no evidence 
in the spine of a paravertebral abscess that might be 
seen with each of these three disorders. The amount 
of sclerosis is, I think, against the Charcot type of 
vertebral body and joint disease. No data on the 
complement-fixation reaction on the blood or spinal 
fluid were given. 

It is apparent from the radiologic examination of 
the gastrointestinal and genitourinary tracts that the 
physicians taking care of this patient were thinking 
about a malignant tumor. Not only carcinoma me- 
tastatic to bone from the prostate, kidney or thyroid 
gland but also any sort of lymphoma, carcinoma or 
sarcoma could produce this kind of picture in the 
bene. I am struck with the fact that the pain two 
weeks before admission seemed to be the same as it 
had been five years previously. On that account alone 
I am inclined to reject the diagnosis of any form of 
malignant neoplasm. Moreover, the degree of weight 
loss, 5 pounds, could certainly be adequately ex- 
plained on the basis of poor diet. 

Another disorder that I ought to consider is mul- 
tiple myeloma. There was no evidence of multiplicity 
of lesions, but myeloma may be solitary. Brailsford,' 
in a review of the literature, found 7 of 27 cases of 
plasmacytomas confined to a single vertebra. That 
lesion tends to be more exclusively osteoclastic than 
the lesion in the case under discussion. The normal 
serum protein is also against multiple myeloma, al- 
though it is known that with a solitary plasmacytoma 
the blood protein tends to be normal and the urine 
may contain no Bence-Jones protein. The urine was 
not examined for this substance, probably because 
the x-ray picture was not particularly suggestive of 
that diagnosis. 
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Monostotic vertebra! disease also suggests benign 
giant-cell tumor, but again the lesion tends to be one 
of invasion of the bone, with erosion and expansion of 
a portion of the vertebra and with a thin shell of 
cortical bone around the lesion — essentially the con- 
verse of what this patient’s x-ray film reveals. 

Angioma, which may invade a single vertebra, 
tends to give a characteristic picture not at all like 
what was shown here. Angiomas of the vertebras are 
characterized by striations in the plane of the main 
trabeculae of the bone and with areas of rarefaction 
between these heavily striated vertical zones. 

Disease of the vertebra is also described with pri- 
mary intraspinal tumors; erosion and osteosclerosis of 
the adjoining vertebral body is said to occur with al- 
most all such intraspinal tumors — meningiomas, 
neurofibromas, angiomas, lipomas and gliomas. I 
have never seen a primary intraspinal tumor with 
this much sclerosis. On searching elsewhere on the 
subject, I could find no illustration that would con- 
form at all to the description given in this account. 

I think I ought also to spend more time on the 
question of the possibility of metastatic carcinoma 
from the prostate. This patient had prostatic en- 
largement noted by x-ray examination, but the facts 
that symptoms referable to the back were present for 
five years, that the acid and alkaline phosphatase were 
both low and that the rectal examination was negative 
tend to make me exclude carcinoma of the prostate. 
I should think, however, that the appearance of the 
bone itself would be indistinguishable from a bone in- 
vaded by carcinoma of the prostate. 

I am rapidly eliminating all the diagnoses of which 
I have been able to think, The two to which I shall 
give my attention are a monostotic Paget disease and 
an intraspinal primary benign tumor causing excessive 
sclerosis and osteolysis in the vertebral body. Of these 
two disorders, which are slowly evolving and might 
well be expected to produce no other abnormal find- 
ings, — and indeed there were no other abnormal 
findings in all the laboratory studies carried out, — I 
think I shall select a benign intraspinal tumor pri- 
mary in the vertebral canal, although I have never 
seen such a case. I should expect that Paget’s disease 
that had caused this much change in the appear- 
ance of the bone might be expected to be accom- 
panied by some increase in the alkaline phosphatase, 
but I am hardly in a position to judge that entirely 
on the x-ray appearance of the bone. 

A Puysician: What was the x-ray diagnosis? 

Dr. Wane: I should give Dr. Sweet some help. 
The films taken five years before admission super- 
ficially were normal, In retrospect one may question 
the possibility of a localized lesion in the inferior bor- 
der of the first lumbar vertebral body. The patient 
had pain in the back at that time. 

Dr. Sweet: Was there demineralization? 

Dr. Wanc: Yes; in the inferior aspect of the first 
lumbar body adjacent to the disk space. 
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Dr. Sweet: Was there a lateral film to show the 
spinal canal? 

Dr. Wanc: No; unfortunately we did not have 
one. 

Dr. Sweet: I must say that this, together with 
the fact that the transverse process was involved, is 
against a primary intraspinal tumor, the diagnosis 
that I have chosen. 

Dr. BENJAMIN CaAsSTLEMAN: You can change it 
now if you wish. 

Dr. Sweet: The way in which the posterior part 
of the vertebral body has moved back into the spinal 
canal is also against a benign tumor arising originally 
in the canal. 

Dr. Wanc: The fracture here involved the pos- 
terior part of the back, which is very sharp here. 
There is a very severe bone destruction. 

Dr. CasTLEMAN: There was enough bone destruc- 
tion to justify the x-ray diagnosis of metastatic carci- 
noma. 

Dr. Sweet: It would be unfair to choose the 
other diagnosis now. 

Dr. CastLeMAN: No; go right ahead. 

Dr. Sweet: I may. 

Dr. CastLEMAN: In other words, since this film 
made five years before admission reveals that the 
process was confined to one vertebra and was appar- 
ently osteolytic, one has to consider a destructive 
bone lesion that could remain for five years. 

Dr. Sweet: A very benign kind of thing, such as 
an eosinophilic granuloma, but I think that tends to 
cause more bone destruction than we see here. I have 
never heard of one in a person of this age. 

Dr. CasTLEMAN: They have been reported in old 
people; I should not rule it out on that basis alone. 

Dr. Wang, would you say that this picture is con- 
sistent with an eosinophilic granuloma? 

Dr. Wanc: Certainly, it could be, but I should 
like to see more osteolytic activity. 

Dr. CasTLEMAN: Is it not true that any slowly 
growing osteolytic process would stimulate bone for- 
mation? 

Dr. Wane: In that case I should like to see more 
expansion rather than destruction of bone. I should 
choose a malignant tumor, either primary or second- 
ary. 

Dr. Sweet: I should think that more osteolysis 
is seen in a giant-cell tumor. 

Dr. WituiaM H. Baker: Would you consider a 
chordoma? 

Dr. Sweet: The x-ray picture is not consistent 
with chordoma, which erodes the bone it infiltrates 
and produces a large soft-tissue tumor, with only oc- 
casional bits of bone or calcification. I shall give a 
wild guess in favor of solitary myeloma instead of 
other diagnoses I mentioned. 


Diacnosis 
?Metastatic neoplasm. 
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Dr. H. Sweet’s Diacnosis 


Solitary myeloma. 


ANATOMICAL DIAGNOSIS 


Chordoma involving first lumbar vertebra. 


PATHOLOGICAL Discussion 


Dr. CasTLEMAN: When Dr. Edwin F. Cave ex- 
plored this patient, he came down upon some bluish, 
mucoid, glistening material, which on gross inspection 
certainly reminded one of chordoma; microscopical 
examination confirmed that diagnosis. 

Dr. Sweet: I hasten to congratulate Dr. Baker. 

Dr. Baker: We were tossing it back and forth up 
here in the seats! 

Dr. CasTLEMAN: We lave seen chordomas in this 
location, but they are more common near the atlas or 
down in the sacrum. This lesion was so extensive at 
the time of operation that Dr. Cave could do no more 
than remove some of it. The patient is now receiving 
x-ray treatment. We have had a few cases of chor- 
doma that have been kept in check by the x-ray treat- 
ment — at least the pain has been relieved. 

Dr. Wanc: This patient has had three 2,000,000- 
volt x-ray treatments, It is too soon for results to be 
obtained in this case. 

Dr. CasTLEMAN: A myelitis may develop in that 
location as the result either of the x-ray treatment or 
of the tumor. The chordomas as a rule do not me- 
tastasize, although a few have. 

Dr. Baker: This is the type of case in which a 
Fishman acid phosphatase test might be of help in 
ruling out cancer of the prostate. The x-ray picture 
certainly is consistent with cancer of the prostate. By 
this method of L-tartrate inhibition one is able to 
distinguish phosphatase originating in the prostate 
from that originating elsewhere such as from the red 
cell. 

Dr. Wanc: One of our former residents in radi- 
ology, Dr. E. J. Sennett, reviewed all the cases of 
chordoma seen in this hospital. His study? revealed 
that many cases of chordoma have an x-ray appear- 
ance not unlike that in the case under discussion, 

Dr. Sweet: I have learned from this discussion 
that the x-ray appearance of chordoma is not always 
purely osteolytic. 


ADDENDUM 


Dr. CasTLEMAN: The patient received a total of 
4600 r of supervoltage radiation using 2000 kilovolts 
by the rotation method over a period of a month, Un- 
fortunately, the pain has not been relieved, but so far 
(five months after radiation) a paraplegia has not 
developed. 
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RETURN FROM STOCKHOLM 


Now that John F. Enders, Thomas H. Weller and 
Frederick C. Robbins have returned with their Nobel 
prizes to their respective laboratories and classrooms 
it is of interest to retrace the paths that detoured so 
sharply to Stockholm. These paths have been as 
varied and spontaneous as the bibliographies of the 
principals — bibliographies that include, among early 
studies by John Enders, observations on anaphylaxis 
with the partial antigen of the tubercle bacillus, a 
specific antigen of the pneumococcus, a study of 
opsonins and of viral panieukopenia of cats and the 
preparation of a vaccine against it. These and many 
other organisms and immunologic processes were ex- 
amined by him after he received his Ph.D. from 
Harvard in 1930, when, under the inspiration of Hans 
Zinsser, he began to busy himself with teaching and 
the latest research in bacterial and rickettsial dis- 
eases. This came to a temporarv ending with the 
beginning of World War II. 

Hostilities did not open, however, before roller- 
tube cultures had been introduced into virology. This 
new method seemed to have many potentialities, and 
Enders, who had begun to concentrate more and 
more on viral diseases, set out with A. E. Feller and 
a bacteriologic-minded graduate of Harvard Medical 
School, Weller, of the class of 1940, to keep vaccinia 
virus alive in the roller-tube cultures of chick-embryo 
tissues. The experiment was a success.’ 

After the attack on Pearl Harbor further collabo- 
ration ceased. In due time Enders became civilian 
consultant on epidemic diseases to the Secretary of 
War; Weller was dispatched to head up a laboratory 
in Puerto Rico; and Robbins, another graduate of 
the class of 1940, went on to Italy after two years of 
clinical training in pediatrics. Throughout the war 
Enders was working persistently on mumps, a disease 
that has military importance and presents many of 
the theoretical challenges of poliomyelitis, especially 
in reproductive and immunologic properties. Weller, 
although concentrating primarily on tropical diseases 
and parasites, maintained an active interest in viral 
infections, particularly of the upper respiratory tract, 
and Robbins, assigned to field and laboratory work on 
infectious disease in Italy, identified the rickettsia of 
Q fever among troops there and studied the possi- 
bilities of vaccination. The war years were hardly 
wasted for this industrious trio. They were fortunate. 

In 1945 Enders and Weller resumed collaboration, 
to be joined shortly by Robbins, who undertook the 
assignment of assaying the possibilities of roller-tube 
cultures for the growth of poliomyelitis viruses. With 
Enders at the helm the three could move swiftly and 
surely to test the various hypotheses that had been 
building up in their minds over the years. The first 
major challenge selected was that of keeping the 
Lansing strain of poliomyelitis virus alive in roller- 
tube cultures of human-embryo tissues. Like the pre- 
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ceding experiment on vaccinia virus, almost ten years 
earlier, this was a success.” 

Subsequent events leading up to the prize award 
have already been recounted in the Journal.’ The 
ultimate feat, of course, was the development of a 
method for growing all three viruses of what was 
once “infantile paralysis” in a nutrient medium that 
made the preparation of vaccine a reality. How 
effective that vaccine will be is not yet determined; 
it apparently has promise. The Nobel prize was not 
awarded for “the conquest of poliomyelitis,” but if 
that desirable goal is ever reached or, as seems more 
probable, a relative control is attained by use of a 
vaccine, the work of Enders, Weller and Robbins will 
have been basic to the victory. 

How many other investigations are in turn basic 
to the triumph of the three laureates is best known in 
microbiologic circles. A matter that will never be 
evaluated and awarded a prize at the Carolina Insti- 
tute is the degree to which particular studies in virol- 
ogy and conversations on epidemiology — not only 
of poliomyelitis but of mumps and other virus dis- 
eases — contributed to the efforts and achievements of 
these men. Some of the credit for the victory was 
also due to Maitland and Maitland,* who, in 1928 
had introduced the “suspended tissue culture” tech- 
nic to maintain vaccinia virus alive; to Gey and 
Gey,° who perfected the fluid substrate of the roller 
tube, and to Bang,® who helped demonstrate cyto- 
pathogenesis as a criterion for the presence of a virus. 
These and other sources of help were freely acknowl- 
edged by Enders when he received the Passano award 
of 1952. 

At the time of receiving that award Enders made 
the point that scientists who advance the state of 
science take off from the contributions of predeces- 
sors; they show their initiative and leadership by 
being able to discriminate between the important and 
the prosaic and by selecting the significant facts that 
lead to new interpretations — and ultimately to the 
tangible successes for which prizes are awarded. 
Such an acknowledgment results from the scrupulous 
self-analysis of a true scientist conscious of his own 
points of departure, and of how much he relied on 
his co-workers and his technicians, on the published 
work of others, and on his “former master,” Hans 
Zinsser, who had beckoned him away from a schol- 
arly career in English literature. 
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EDITORIALS 


AMERICAN ACADEMY OF ARTS AND 
SCIENCES: THE AMORY PRIZE 


Tue learned societies that sprang up in Europe in 
the mid-seventeenth century soon had their counter- 
parts in the American colonies. Probably the earl- 
iest of these, now long deceased, was the Boston 
Philosophical Society, established in 1683. Others 
came and went, in those many decades of the Age 
of Reason when men’s minds were seeking the free- 
dom that comes with understanding, until finally 
there arose in Philadelphia in 1743 the still extant 
American Philosophical Society, inspired by Ben- 
jamin Franklin “for promoting useful knowledge.” 

It was not until 1780 that another surviving so- 
ciety, of no less dignity despite its more recent origin, 
was established in Boston. This was the American 
Academy of Arts and Sciences, the brain child of 
John Adams and others, still flourishing despite the 
competitive diversions that modern life has forced 
upon the contemplative mind. 

It is natural and altogether desirable that such an 
association as the Academy should have acquired, 
over the years, the means of encouraging research 
in various fields, and its Permanent Science Fund, 
among others, serves these purposes. Especially ven- 
erable is the fund established in 1796 by a gift of 
Count Rumford for a prize to be awarded from time 
to time “to the author of the most important dis- 
covery or useful improvement . . . on Heat or on 
Light.” For over a hundred years a literal inter- 
pretation of the terms of the gift has enabled heat 
and light to be transmuted into radiation and energy 
exchange, so that part of the income of the Rumford 
Fund has been devoted to the support of research 
in less limited fields than were designated by the 
donor. 

Of relatively recent origin is the Francis Amory 
Septennial Prize, providing for a substantial award 
to be made every seven years “for outstanding work 
addressed to the alleviation or cure of diseases affect- 
ing the human reproductive organs, in particular 
those of men.” The first award, for work ending in 
November, 1940, consisted of four cash prizes of 
$4300 each to Ernest Laqueur, of Amsterdam, “for 
his contributions to the physiologic, pharmacologic, 
and clinical knowledge of the male sex hormones, 
and in particular for his investigations of sex hor- 
mones which resulted in the discovery of testoster- 
one”; to Joseph Francis McCarthy, of New York 
City, “for the development of instrumental proce- 
dures for the examination, diagnosis and treatment 
by way of the urethra of certain diseases of the blad- 

der, prostate and related organs”; to Carl Richard 
Moore, of Chicago, “for his studies of the physiology 
of spermatozoa and of the male reproductive tract 
of the mammal. His work has demonstrated im- 
portant influences of hormonal secretions of the male 
sex glands on the behavior of other components of 
the male reproductive apparatus’; and to Hugh 
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Hampton Young, of Baltimore, “for devising the op- 
eration of total prostatectomy by the perineal ap- 
proach. Obstruction to the outlet of the urinary 
bladder caused by cancer of the prostate gland has 
been relieved without interfering with the normal 
function of the bladder.” 

The second award, for work consummated _ be- 
tween November 10, 1940, and November 10, 1947, 
consisted of $3500 to each of the following distin- 
guished investigators: Alexander B. Gutman, of New 
York City, “for his demonstration, aided by his wife, 
E. B. Gutman, of the usefulness of serum acid phos- 
phatase determination in the diagnosis and manage- 
ment of patients with prostatic malignancy”; Charles 
B. Huggins, of Chicago, “for his studies on the pros- 
tate gland, on the influence of several hormones on 
prostatic secretion, and the diagnosis and treatment 
of cancer of the prostate which have brought relief 
to many men”; Willem J. Kolff, of Kampen, The 
Netherlands, “for his development of an artificial 
kidney in the treatment of patients with uremia and 
for his monograph describing the construction of the 
apparatus, indications for its use, and observations 
on its effectiveness”; Professor Guy C, Marrian, of 
Edinburgh, “ for his researches in the chemistry, bio- 
chemistry and metabolism of the steroid hormones 
affecting the activity of the male and female gener- 
ative tract, leading to important diagnostic and ther- 
apeutic measures”; George N. Papanicolaou, of New 
York City, “for his development of exfoliative cytol- 
ogy and its application to rapid and simple methods 
of diagnosis of cancer of the organs of the genito- 
urinary tract”; and Selman A. Waksman, of New 
Brunswick, New Jersey, “for his discovery of sirep- 
tomycin, an antibiotic agent which has proved to be 
of great value in the treatment of infections common 
to the urinary passage.” 

A notice appeared in the Journal on January 6 
calling attention to the fact of the third septennium 
having expired on November 10, 1954. Those who, 
like Jacob, have labored productively even for a 
part of the stipulated seven years may apply as soon 
as possible to the Amory Committee for a share in 
the award. 


MEDICAL DOCUMENTATION 


A scholarly article by Hugh Clegg, editor of the 
British Medical Journal, on the subject of medical 
documentation, suggests that further consideration be 
given to the meaning of the term and the importance 
of this literary exercise as a technic of orderly intellec- 
tual expression. The address was delivered earlier 
this fall before the meeting of medical editors held in 
conjunction with the Assembly of the World Medical 
Association in Rome, and will in due course find its 
way into the World Medical Journal as part of the 
chronicles of that assembly. 

In the interest of definition Dr, Clegg quotes from 
a book on the subject by S. C. Bradford, a former 
vice-president of the International Federation for 
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Documentation. This organization, founded in 1895 
as the International Institute of Bibliography, now 
has its headquarters in The Hague, where it is kept 
and supported by national committees in most of the 
countries of Europe, in Great Britain and in the 
United States. 

Documentation, according to Bradford, “is the 
process of collecting and classifying all the records of 
new observations and making them available, at 
need, to the discoverer or inventor.” Webster, per- 
haps too precisely and with less imagination, defines 
it “To equip with exact references to authoritative in- 
formation as proof of statements made; as to docu- 
ment a book.” 

Bradford limits the field too much, however, in re- 
stricting documentation to the uses only of librarian- 
ship; Clegg, acknowledging the indispensability of 
documentation to the librorian, regards this form of 
recording and disseminating knowledge as belonging 
even more in the province of editors and publishers. 
Correct documentation is so much a part of the higher 
functioning of these dignitaries as to be a tool never 
to be laid aside. It is, therefore, not the specialized 
utensil of any group of special workers as a linotype 
or even a typewriter is; rather is it an essential instru- 
ment in the shaping of any orderly process of con- 
structive thought. It is more like the pen or the pencil 
with which anyone who can read or write may re- 
cord the results of his thinking. As Clegg says, the re- 
cording of the observations of scientists and the com- 
munication between them is an essential part of sci- 
entific discovery: “The scientific worker must com- 
municate or perish.” 

The annual meeting of medical editors as a part of 
the Assembly of the World Medical Association, first 
held in 1950, and the revival of the older Interna- 
tional Union of the Medical Press should prove to be 
most effective agencies in promoting international 
uniformity in the technics of documentation. 
Whether or not one approves of standardization as a 
standardized fixture, uniformity in the abbreviation 
of titles of periodicals, in the presentation of authors’ 
names, in the recording of volume and page numbers 
and in the use of symbols is of importance to librar- 
ians, editors and authors, and in the last analysis to 
the really purposeful readers. 

The checking and correcting of references, it may 
be said here and emphatically, — one of the necessary 
drudgeries of documentation, — is dreary, painstak- 
ing work. If editors were permitted only one tip to 
authors it might be that they should restrict the num- 
ber of references appended to their papers to those 
that are important and that they should be correct. 
In the editing of the New England Journal of Medi- 
cine many hours each week are spent in checking 
references. Fortunately, this is done under. circum- 
stances especially favorable for the Journal, with its 
offices located in the Boston Medical Library; no one 
needs to go out in the rain in the interests of docu- 
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OPERATION STARVATION 


INFORMATION has been released from the Univer- 
sity of Wisconsin on a study of the relation of hunger 
and fatigue to muscular activity. Conducted at the 
University of Minnesota’s laboratory of physiologic 
hygiene by two Wisconsin psychologists, Shelby 
Harris and Karl U. Smith, this collaborative effort 
by the universities of two commonwealths that once 
constituted part of the great Northwest was con- 
ducted under a United States Army program of 
starvation research. 

The human guinea pigs in the experiment (no 
offense to organized labor intended) were twelve 
privates and one lieutenant. The duration of the test 
was twenty-four days, during which time the thirteen 
subjects were limited to 1000 calories of pure carbo- 
hydrate a day supplemented with vitamins and six 
cups of black coffee, and a five-mile walk added to 
emphasize the pure joy of living. 

The effect of the program was a steady decline in 
each subject in the rapidity with which he was able 
to move his hands from one location to another. As 
opposed to these “basic travel movements,” so-called, 
the finer manipulative movements were relatively 
little affected. The conclusions were that whereas 
hunger and fatigue bring about a deterioration in the 
ability of the body to perform major muscular activi- 
ties, the ability to conduct such digital manipulation 
as turning dials and pushing buttons is scarcely im- 
paired. 

An inference seems obvious in view of the well 
known intention of industrial management to create 
a push-button economy in which languid employees 
with wasted bodies will operate huge production 
lines by the mere pressure of a finger. If “Let em eat 
cake” then becomes the domestic slogan and the pro- 
duction of other, coarser foods remains the same, less 
favored countries should be permitted to benefit by 
the receipt of many more and much larger CARE 
packages. 

Further studies are being projected to measure the 
effects of loss of sleep. These will be conducted on 
human dormice, perhaps under the designation 
“operation insomnia.” 


Members of the fourth-year classes in medical 
schools approved by the Council on Medical 
Education and Hospitals of the American Medi- 
cal Association are reminded that the Journal’s 
prize-essay competition closes on March 15. 

Full details were published in the Journal of 
November 11, 1954. 


A soil charged with gold contains in itself no 
balm for a wounded spirit, nor are the causes 
which derange the powers of the mind any less 
in number or potency on the Pacific side of the 
Rocky Mountains, than in the old stable States 
on the eastern slope. Insanity, it seems, exists 


in California. Boston M. & S. J., Jan. 24, 1855 


MASSACHUSETTS DEPARTMENT OF PUBLIC HEALTH 


MASSACHUSETTS 
MEDICAL SOCIETY 


STATED MEETING OF THE COUNCIL 


A stated meeting of the Council will be held in 
John Ware Hall, Boston Medical Library, 8 Fen- 
way, Boston, Wednesday, February 2, 1955, at 10:30 
a.m. This meeting will be followed by the Cotting 
Luncheon. 

Business: 

1. Call to order at 10:30 a.m. 

2. Presentation of record of meeting held October 
6, 1954, as published in Supplement No. 2, No- 
vember 11, 1954, of the New England Journal 
of Medicine. 

3. Such other business as may legally come before 


this meeting. 
Rosert W. Buck, M.D. 
Secretary 


MASSACHUSETTS DEPARTMENT 
OF PUBLIC HEALTH 


COMMUNICABLE DISEASES IN 


MASSACHUSETTS FOR NOVEMBER, 1954 
RESUME 
Disease Nov. Nov. Seven-YEAR 
1954 1953 MEDIAN 

714 616 862 
Diphtheria ..... 1 2 9 
Dysentery, bacillary 21 58 8 
Encephalitis, infectious 2 1 1 
Granul ing | 0 0 
Hepatitis, infectious 115 77 23+ 
Lymphogranuloma venereum 0 3 0 

alaria 0 1 1 
Measles .......... 2393 36 153 
Meningitis, meningococcal ................ 3 9 4 
Meningitis, Pfeiffer bacillus .............. 5 5 q 
Meningitis, pneumococcal ... / 0 3 3 
Meningitis, staphylococcal ... ‘ 0 0 0 
Meningitis, 0 0 0 
Meningitis, undetermined . 8 8 5 
Poliomyelitis 74 22 
Salmonellosis 20 8 
Scarlet fever . : 192* 233 236 
Syphilis ....... 120 178 178 
Trichinosis ‘ 0 5 4 
Tuberculosis, pul y 142 163 189 
Tuberculosis, other forms .................. 12 6 7 
2 1 1 
Undulant fever 0 2 2 
Whooping cough 344 164 297 


*Includes streptococcal sore throat. 
+Five-year median. 


CoMMENT 


Diseases below the seven-year median were chicken pox, 
diphtheria and scarlet fever. 

Only 1 case of diphtheria was reported during the month 
of November. This was a drop from the previous month 


when 3 cases were reported. This is in keeping with the pat- 
tern of occurrence of the disease that has been in evidence 
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during the past few years. Variations are no longer on a 
seasonal basis but are erratic. 

With but one exception (1951) the 192 reported cases 
of scarlet fever represent the lowest figure for the month of 
November in the history of the State. 

Diseases above the seven-year median were bacillary dys- 
entery, German measles, infectious hepatitis, measles, mumps, 
poliomyelitis, salmonellosis and whooping cough. 

Each of the enteric diseases (bacillary dysentery, infectious 
hepatitis and salmonellosis) registered rather substantial in- 
creases over the preceding month. However, both hepatitis 
and dysentery were far below the peaks reached early this 
year. 

The large number of cases of measles reported during 
most of this year were an expected aftermath of the rock- 
bottom levels recorded during the preceding several months. 


GrocrAPHic DisTRIBUTION OF CERTAIN DISEASES 


The following diseases were reported from the communi- 
ties named: 

Diphtheria: Boston, 1. 

Dysentery, amebic: Boston, 1. 

Dysentery, bacillary: Beverly, 1; Boston, 5; Lawrence, 5; 
Waltham, 6; Wrentham, 4; total, 21. 

Encephalitis, infectious: Greenfield, 1; New Bedford, 1; 
total, 2. 

Hepatitis, infectious: Ambherst, 2; Belchertown, 1; Bev- 
erly, 1; Boston, 12; Brockton, 2; Cambridge, 3; Chelsea 
Naval Hospital, 6; Chelmsford, 1; Fall River, 8; Gardner, 
1; Greenfield, 2; Groveland, 1; Haverhill, 1; Holyoke, 2; 
Lexington, 1; Lowell, 8; Lynn, 2; Manchester, 1; Newton, 
1; Pittsfield, 1; Quincy, 4; Revere, 2; Shrewsbury, 2; Somer- 
ville, 4; Springfield, 7; Waltham, 17; Wellesley, 1; West 
Springfield, 3; Worcester, 7; Wrentham, 11; total, 115. 

Lymphocytic choriomeningitis: Lawrence, 1; Lee, 1; Wa- 
tertown, 1; total, 3 

Meningitis, meningococcal: Boston, 1; Fort Devens, 1; 


Quincy, 1; total, 3. 
Meningitis, Pfeiffer bacillus: Haverhill, 1; Holyoke, 1; 
1; Fall 


Malden, 1; Randolph, 1; Reading, 1; total, 5. 

Meningitis, undetermined: Danvers, 1; Essex, 
River, 1; Framingham, 1; Springfield, 2; Worcester, 1; 
Worthington, 1; total, 8 

Poliomyelitis: Attleboro, 1; Belmont, 2; Beverly, 1; Bos- 
ton, 7; Braintree, 2; Cambridge, 2; Chelsea Naval Hospital, 
1; Danvers, 1; Dartmouth, 2; Dedham, 2; Egremont, 1; 
Fitchburg, 2; Fort Devens, 2; Framingham, 2; Gloucester, 
2; Haverhill, 1; Holden, 1; Hull, 1; Lancaster, 1; Lawrence, 
1; Leominister, 1; Lowell, 2; Lynn, 3; Lynnfield, 1; Malden, 
1; Mattapoisett, 1; Maynard, 1; Medfield, 1; Melrose, 1; 
Middleboro, 1; Monson, 1; Natick, 1; New Bedford, 5; New- 
ton, 3; North Adams, 1; Northampton, 1; Norwell, 1; Nor- 
wood, 1; Peabody, 2; Quincy, 3; Randolph, 1; Reading, 2; 
Salem, 1; Saugus, 1; Sharon, 1; Somerville, 1; Springfield, 
2; Stoughton, 1; Swampscott, 1; Topsfield, 1; Uxbridge, 1; 
Wellesley, 1; Westford, 1; Weston, 2; Weymouth, 3; Wil- 
liamstown, 1; Wilmington, 2; Winchester, 2; Worcester, 6; 
Worthington, 1; total, 99. 

Psittacosis: Attleboro, 1; Boston, 1; total, 2. 

Salmonellosis: Belchertown, 2; Boston, 11; Cambridge, 2; 


Fitchburg, 1; Framingham, 1; Haverhill, 2; Medford, 1;. 


Medway, 2; Melrose, 2; Needham, 1; Newton, 2; Rockland, 
1; Savoy, 6; Swampscott, 1; Worcester, 1; Wrentham, 4; 
total, 40. 

Tetanus: Cambridge, 1. 

Typhoid fever: Brockton, 1; Haverhill, 1; total, 2. 


NONCLINICAL NOTES 
MASSACHUSETTS MEDICAL BENEVOLENT 
SOCIETY 


The Massachusetts Medical Benevolent Society at its 
ninety-eighth annual meeting held on December 1, 1954 at 
22 The Fenway, elected the following officers: president, 
Paul D. White, M.D.; vice-president, Leland S. McKittrick, 
M.D.; secretary, A. William Reggio, M.D.; trustees for three 
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years, Howard F. Root, M.D., Hollis L. Albright, M.D., and 
Paul R. Withington, M.D. 

Trustees continuing in office are: Richard Chute, M.D.; 
Joe V. Meigs, M.D.; Francis M. Rackemann, M.D., serving 
until 1955; James B. Ayer, M.D.; Henry H. Faxon, M.D.; 
and Peer P. Johnson, M.D. (serving until 1956). 

Annual membership dues, $5.00. 

Life membership, $200.00 (payable in one sum or in any 
combination of annual payments to total this amount). 

Beneficiary, $500.00. 


NOTICES 


SOCIETY MEETINGS AND CONFERENCES 
January-Aprit. Postgraduate Medical Institute. 
Se 

ANUARY—May. ita i ing Ce ini 
of ry Engineering Center Training Programs. Page 

ANUARY ; Itation Clinics for Cri i i - 
chusetts. e 1074, of December 23, 

ANuARY 24, Harva ical Society. Page 78, issue of uary 13. 
24—May 9. Seminar in Psychiatry and 452, 
issue of September 9. 
_ January 28-Marcu 25. Postgraduate Course in Occupational Medi- 
cms. Page issue of 25. 

EBRUARY an land Deaco i 
sue ot December nglan mess Hospital Lectures. 

EBRUARY 4. Soci f i i Page 
December 3, nglan ety of Anesthesiologists. 1075, 

'EBRUARY and Aprit 8. Massachusetts Society f i 

epruaRy 5-May 7, Middlesex South District Medical Society. Post- 
graduate Course. ~— 758, issue of October 28. 
7-9. MclIntyre-Saranac Conference. Page 410, issue of Sep- 
ember 2. 

Fesruary 11-25. Pan-Ameri Acad f ice. 
erican lemy of General Practice. Page 
_ Fesruary 26 and 27. Mid-Winter Radiologic Conference. Page 1076, 
issue of December 23. 

Fesruary 28-Marcu 2. American Orthopsychiatric Association. Page 
994, issue of December 9. 


Page 451, issue of 


CALENDAR FOR THE WEEK BEGINNING THURSDAY, 
January 27 


Tuurspay, January 27 
*8:00-8:45 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium, 


New England Deaconess Hospital. 

*8:45-9:45 a.m, Cardiac Grand Rounds. Jimmy Fund Building, Chil- 
dren’s Medical Center, 35 Binney Street. 

*9:00-10:00 a.m. Surgical Rounds. Sherman Auditorium, Beth Israel 


wey 

as: >: nd a.m. Arthritis Grand Rounds. Robert Breck Brigham 

ospital. 
*9:00-10:00 a.m. Grand Rounds. Russell Room, House of the Good 
Samaritan. 
*10:00-11:00 a.m. Combined Medical-Surgical Rounds. Sherman 
Auditorium, Beth Israel Hospital. 

10:30-11:15 a.m, Lecture on Diabetes for Doctors and Patients by 
a Member of the Joslin Clinic. Joslin Auditorium, New England 
Deaconess Hospital. 

*11:00 a.m. Thoracic Conference. Resection versus Thoracoplasty in 
the Treatment of Tuberculosis. Dr. John B. Petter. Main 
Amphitheater, Peter Bent Brigham Hospital. 

*11:00 a.m.—-12:00 m. Pediatric Conference. Mount Auburn Hospital, 


Cambridge. 
*11:00 a.m.—12:00 m._ Medical Staff Conference. Sherman Audi- 
torium, Beth Israel = 
and Clinic (Physical Medicine and Re- 
Boston City Hospital. 


*11:00 a.m.-12:30 p.m. 
habilitation Service). 
*12:00 m.-1:00 pe. Surgical S Conference. Sherman Audi- 
torium, Beth Israel Hospital. 
2:00 m.-1:00 p.m. Conference. The Conservative Treatment 
of Endometriosis. Dr. Fred A. Simmons. Stearns Auditorium, 


New England Center Hospital 
1 1 peal Amphitheater, 
ospital. 


Orthopedic Clinic. 
*4:00-5:00 p.m. Pediatric Seminar. Burnham Memorial Hospital 
for Children (Burnham 4), Massachusetts General Hospital. 


Peter Bent 


Fripay, January 28 

*8:00-8:45 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium, 
New England Deaconess Hospital. 

*9:30-11:30 a.m. Medical and Surgical Grand Rounds. Drs. George 
W. Thorn and Francis D. Moore. Main Amphitheater, Peter 
Bent Brigham Hospital. 

*10:00 a.m. Tuberculosis Surgical Clinic. South End Health Unit, 
57 East Concord Street. 

10:30-11:15 a.m. Lecture on Diabetes for Doctors and Patients by a 
Member of the Joslin Clinic. Joslin Auditorium, New England 
Deaconess Hospital. 

*11:00 a.m.-1:00 p.m. Medical Grand Rounds. Dr. Proger and Staff. 
Stearns Auditorium, New England Center Hospital. 


(Concluded on page xxiii) 
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salicylate formula 


HIb H in analgesic power 
in risk to the patient 


Whenever rapid and sustained salicylate 
action is desired, ELPAGEN gives 

your patient the benefits of a 
potentiated salicylate combination in 
uncoated tablet form—without the 
gastric irritation of unmodified 
salicylates and without the potential 
dangers (or expense) of ACTH or 
cortisone itself. 


Each orange-colored, uncoated tablet provides: 


Sodium salicylate... Sgr. (325 mg.) POTENTIATED 
Sodium pare- SALICYLATE 


aminobenzoate.... 3 gr. (195 mg.) 
Salicylamide........ Yegr. (32.5 mg.) \ BLOOD LEVELS 
plus 


Ascorbic acid...... 30 m 


(as sodium ascorbate) VITAMIN C DEPLETION AND 


SAFEGUARD AGAINST 
CAPILLARY HEMORRHAGE 


Dihydroxy aluminum 


aminoacetate..... Yagr. (32.5 mg.) IC 


INTOLERANCE? 


SUPPLIED in bottles of 100 and 500 tablets. 


1. Van Cauwenberge, H.: Lan- 


cet 261:374, 1951; Van Cauwen- 

berge, H., and Heusghem, C.: THE E. L. PATCH COMPANY 
Proc. Soc. per. Biol. & 

Med. 80:51, 1952. 2. Pelloja, STONEHAM e MASSACHUSETTS 


M.: Lancet 1:233, 1952. 3 
Paul, W.D.., et al.: J. Am. Pharm. 
A., Scient. Ed. 39:21, 1950. 


Recent studies” 
suggest that the 
time-tried sali- 
cylates exert 4 
hormonal action 
: similar to that of 
ACTH, gtimulat- 
tisone- 
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UNITENSEN 


brand of cryptenamine 


1S THE MOST DEPENDABLE HYPOTENSIVES 


Whatever the collateral therapy in moderate tos 


fevere hypertension, the 


therapeutic objective is far more than tranquility or euphoria. The prime 
objective is to lower blood pressure. 


Unitensen is a potent, true blood pressure lowering agent . . . the 


safest and most significant yet developed. Unitensen contains cryptena- 
mine, a newly isolated alkaloid fraction of Veratrum viride. In the majority 
of patients, Unitensen produces positive and sustained blood pressure 
control. 


UNITENSEN 


edecisively controls 
blood pressure for pro- 
longed periods 


@no sympatholytic 
or parasympatholytic 
action 


@no postural hypoten- 
sion and collapse 


@ no ganglionic blocking 


e@renal function is not 
impaired 

efree from dangerous 
side actions 


dyo-assayed for hypo- 
tensive actionand emesis 


Each white, uncoated, scored tablet supplies: 


Cryptenamine*...2 
(as the tannate salt) 


e@simplified dosage— 
usually 1 tablet b.i.d. 
or t.i.d. 


@ saves money for your 


patients 


*ester alkaloids of Veratrum viride obtained by an exclusive 
irwin-Neisler nonaqueous extraction process. 
tequivalent to 260 Carotid Sinus Reflex Units. 


Bottles of 50, 100, 500 and 1000. 


xXx Jan. 20, 1955 
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use FURADANTIN first... 


IN URINARY TRACT INFECTIONS 


for rapid clearing 
of the 
urine 


In 30 minutes: antibacterial concentrations 
in the urine 
In 24 hours: the urine is frequently clear 
In 3 to & days: complete clearing of pus 
cells from the urine 
In 7 days: sterilization of the urine in 
the majority of cases 
With Furadantin there is no proctitis, 
pruritus ani, or crystalluria. 


Average adult dosage: Four 100 mg. tablets 
daily, taken with meals and with food or 
milk before retiring. 
50 and 100 mg. tablets. 


Oral Suspension, 5 mg. per cc. 


EATON LABORATORIES ® 


NORWICH, NEW YORK 


FURADANTIN 


brand of nitrofurantoin, Eaton 
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ELECTROENCEPHALOGRAPHIC 
LABORATORY, INC. 
270 CommMonwea_tu Ave., Boston KE 6-8100 


Electroencephalograms 
Electromyograms 


PHYSICIANS’ Office FURNITURE. 
All standard lines, new. Used equipment 
from time to time. Convenient terms. Visit 
our showroom close by Veterans Hospi- 
tal. Ample parking. T. J. NOONAN Co., 
408 South Huntington Avenue, Jamaica 
Plain (Boston 30), Mass. Phone JAmaica 
2-8700 for literature. Medical, hospital, 
laboratory, sickroom supplies. B260-20-tf 


NISSEN’S INSTITUTE OF PHYSI- 
CAL THERAPY, 1126 Boylston Street, 
Boston, KE 6-1030. Cape Cod office, 
Route 28, West Harwich. Telephone Har- 
wich 984, B290-3-tf 


COLONIC IRRIGATIONS, massage, 
Beatrice M. Woods, 511 Bea- 
B80-16-tf 


diathermy. 
con Street, Boston, CO 6-8722. 


OPENING for 1 resident at the Gas- 


ton Hospital, Dallas, Texas. Approved by 
American Board for 1 year general sur- 
gery. Salary $200.00 per month and com- 
B30-11-tf 


plete maintenance. 


WANTED — Diplomate of the Amer- 
ican Board of Pathology to act as military 
substitute for pathologist expecting to be 
called in the service. Address A168, New 
Eng. J. Med. 27-4t 


FOR RENT—Two physician’s offices. 
First and third floor. Janitor services. 
Parking. 101 Bay State Road. Address 
A146, New Eng !. Med. 19-17t 


GENERAL SURGICAL RESIDENCY 
- 3 years. Approved. Includes Yale 
Anatomy course, Pathology, ample sur- 
gical volume, and adequate Board prep- 
Salary and pleasant living ac- 
commodations. Write John O’Leary 
Nolan, M.D., St. Francis Hospital, Hart- 
ford, Connecticut. B153-19-6t 


aration. 


USED instruments and equipment 
bought and sold. All types of repairs rea- 
sonably done. GALE SURGICAL SUP- 
PLY CO., 6 Francis Street, Boston. (Op- 
posite Peter Bent Brigham Hospital) AS 
7-0777. B166-22-eow-tf 


STORROW HOUSE 
(Former Storrow Estate at oe Mass. ) 
STAFFED AND OPERA 
MASSACHUSETTS GENERAL HOSPITAL 
For nonpsychiatric ambulatory and semi-ambula- 
tory patients needing rest or convalescent facili- 
ties. 

CHARGES: $7.00 to $10.00 per day 
Transportation for visits to physician’s office 7 
vided. For information, call Lincoln 6-034 
pees General Hospital Admitting Office 

A 


BIND your New England Journal of 
Medicine. Make it a permanent part of 
your library—for easy reference and last- 
ing wear. In full black library buckram, 
only $3.30 per volume, plus shipping 
charges. All other journals and periodi- 
cals bound also, Inquiries invited. Norden 
Bindery, 2100 West Grand Avenue, Chi- 
cago 12, Ill. B300-14-tf 


UNITED LIMB & BRACE CO., Inc., 
manufacturers of artificial limbs. 61 Han- 
over Street, Boston, CA 7-2183. B517-6-tf 


OFFICE FURNITURE—New—Used 
—Refinished. Bought and sold. Desk 
Clearing House, 115 Broad Street, Bos- 
ton. HU 2-1318. B72-22-tf 


OFFICES—BACK BAY—2, 3, 5-room 
modern offices for medical purposes. Doc- 
tor, lawyer, and so forth. Janitor and 
elevator service. Reasonable rent. For 
further information, call FA 3-3480 or 
FA 3-3671. B177-26-tf 


WANTED — Board 
and gynecologist to purchase modernized 
home-office in Groton. Very large general 
practice. Will introduce. Present owner 
leaving. Excellent opportunity to take 
over long established and active practice. 
Address A169, New Eng. J. Med. 27-4t 


eligible surgeon 


TWO MEDICAL RESIDENCIES, at 
the third year level, ayailable July 1, 
1955 in a four year AMA approved pro- 
gram leading to Board certification. 
Write: Executive Vice-President, The 
Roosevelt Hospital, 428 West 59th Street, 
New York 19, N. Y. B189-3-tf 


4-ROOM DOCTOR’S OFFICE com- 
pletely equipped. Air conditioned. Ex- 
cellent location in West Medford. Ad- 
dress A172, New Eng. J]. Med. 3-eow-tf 


INTERNIST’S PRACTICE available 
immediately in prosperous smail northern 
New England city with exceptional hos- 
pital facilities. Fully equipped office avail- 
able if desired. Excellent income. To be 
sold reasonably. Address A173, New Eng. 
J. Med. 3-3t 


PROTEIN BOUND IODINE 
TOTAL IODINE 
FLAME PHOTOMETRY 
Immediate Service 
BOSTON MEDICAL LABORATORY 
Norsert Benott1 — Josern Benorti 
Directors 
19 Bay —- Roap, Boston 15, Mass. 

6-0348 and 0533 


FOR RENT—Former physician’s office 
in City of Woburn. Population—25,000 
with no resident pediatrician. Excellent 
opportunity for young man. Also good 
spot for general practitioner. Ample park- 
ing facilities. Contact Dr. Thomas J. 
Jones, D.D.S., Caulifield Building, 14 
Church Avenue, Woburn, Massachusetts. 

B184-2-8t 


DOCTOR’S SUITE ON FIRST 
FLOOR — Partly furnished if desired. 
Commonwealth Avenue near Dartmouth 
Street. KE 6-9230. B340-19-tf 


LABORATORY TECHNICIAN—For 
full-time work in 160-bed General Hos- 
pital, 50 miles south of Boston. Address 
A171, New Eng. J. Med. 1-3t 


RESIDENCIES AND INTERNSHIPS 
— Available July 1, 1955. Three ap- 
proved rotating internships, one approved 
residency in General Practice. Residents, 
$300.00 per month; interns, $200.00 per 
month, with full maintenance. 151-bed 
general hospital. Write: Administrator, 
Louise Obici Memorial Hospital, Suffolk, 
Virginia. B183-1-5t 


WAKEFIELD, MASS. — Professional 
offices for lease in newly remodeled and 
decorated medical building. Telephone 
CRystal 9-0041 or 2310. Moses M. 
Frankel, 1 Albion Street, Wakefield. 

B186-3-4t 


ARLINGTON — Old colonial with 
2-car garage. Ideal location for doctor, 
dentist or other professional. Margaret 
M. Long. ARlington 5-8274. B187-3-2t 


FOR SALE — Several thousand dol- 
lars worth of fine surgical, obstetrical and 
diagnostic instruments, also all office 
furniture, instrument cabinet, table, chair, 
sterilizer, and other pieces. I am 85 
years old, and am selling all. J. G. Han- 
son, M.D., 219 Elm Street, Northampton, 
Mass. Telephone 770. B188-3-2t 


Levo-Dromoran Tartrate *Roche',..a 
new form of synthetic narcotic... 
usually longer acting than morphine... 


less likely to produce constipation... 


effective in very small doses (2 to 3 mg) 


eeeZiven orally or subcutaneously... 


Levo-Dromoran’ -- brand of levorphan. 
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Nisentil *Roche* usually relieves 
pain within five minutes after 


subcutaneous injection...lasts 


for an average of two hourSee. 


especially useful for painful 
office and clinic procedures... 
Nisentil” Hydrochloride -- brand 


of alphaprodine hydrochloride, 
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(Concluded from page 116) 


4; p- Fertility and Endocrine Clinic. Free Hospital for Women, 
rookline. 

1:30 p.m. Tumor Clinic. Mount Auburn Hospital, Cambrid: 

:00-3:00 p-m. Child Burnham Hoepieal for 
Children’ (Burnham 4), Massachusetts General Hospital. 

*4:00-6:00 p.m. X-Ray Conference. Dr. Merrill Sosman. Stearns 
Auditorium, New England Center Hospital. 

*4:00-10:00 p.m. Alcoholism Clinic. By appointment. Washingtonian 
Hospital, 41 Waltham Street. 


Saturpay, January 29 
*8:00 a.m. Gynecological Grand Rounds. 6th-floor qonforeace room. 
Hospital, Dorchester Avenue, Dorcheste 
43, a.m, Case Presentations. Joslin Clinic. Joslin "Auditorium: 
: a.m. Anesthesia Conference. Dr. Etsten. Pratt Lecture 
“al i, Josep ph H. Pratt Diagnostic Hospi 
a.m, Orthopedic Staff Conference. Boston City Hospital. 
ps ao 30 a.m. Surgical Grand Rounds. Dr. Child and Staff. 
Stearns Auditorium, New England Center Hospi 
10:30-11:15 a.m. Lecture on Diabetes for Doctors and Patients b 
a Member of the Joslin Clinic. Joslin Auditorium, New Englan 
Deaconess Hospital. 


*11:00 a.m.-12:00 m. Hemasoiosy Clinic. Dr. William Dameshek. 
Pratt Leoture Hall, Joseph H. Pratt Diagnostic Hospital. 


31 


*8:30-9:30 a.m. Clinic by Entire = ical Staff and Anesthesia Sell 
"Building, Boston City Hospital. 
10:30-11:15 a.m. Lecture on Diabetes for Doctors and Patients by a 
Member of the Joslim Clinic. Joslin Auditorium, New England 
Deaconess Hospital. 
*12:15-1:15 p.m. Clini hological Conf Main Amphitheater, 
Peter Bent Brigham Hospital. 
*1:00 p.m. Alcoholism Clinic. Peter Bent Brigham Hospital. 
*4:00 p.m. Clinicopathological Conference. Pathology Conference 
Room, Beth Israel Hospital. 
*4:00-5: :06 ae. Surgical MacMahon. Stearns Audi- 
tied, 


oun ew England Center 
Anesthesiology Conference. Case Reports. Dr. 


Conference Room, Peter Bent Brigham 
00-6:30 p.m. Anesthesia Group of the a Clinic. Joslin Au- 


New England Deaconess Hospital 
5:15 Staff Meeting. Harris Hall, England Deaconess 


Tuespay, Fesruary | 
*8:00-8:45 a.m. Case Fremaaions, Joslin Clinic. Joslin Auditorium, 


New England Deacongss Hi 
*9:00 a.m. Geriatrics Clinic. Peter Bent Brigham Hospital. 
10:30-11:15 a.m. Lecture on Diabetes for Doctors and Patients by a 
Member of the _ Clinic, Joslin Auditorium, New England 


Deaconess Hospital. 
*12:00 m. Pediatric Grand Rounds. Cheever Amphitheater, Dowling 


Boston City Hospital. 
m.-1:00 p-m. Pediatric Combined Rounds. Burnham Memo- 


for Children (Burnham 4), usetts General 
#12: 


-m. Clinicopathological Conference. Drs, Patterson 
1: pam. Stearns Auditorium, New England Center Hos- 


*12: aia :15 p.m. X-Ray Conference. Dr. Merrill Sosman. Main 
Amphitheater, Peter Bent Brigham Hospital. 

12:30-1:30 p.m, Medical Journal Club. Joslin Clinic. New England 
Hospita’ 

*4:00-5:30 Aasethesia Conference. Dr. Etsten. Stearns Audi- 
torium, New England Center Hospi 

*5:00 p.m. Surgical Journal Review. Mount Auburn Hospital, Cam- 


bridge. 
*5:00-6: Meetin ing Followed by Clinical Conference 
Obstetrical). Faulkner 
*5:45 p.m ngland Deaconess Hospital Lecture. Electrolyte and 
Fluid Balance. Elmer E. Hinton. Joslin New 
England Deaconess Hospital. 
:00 p.m. Headache Mechanisms. Dr. Harold G. Wolff. New 
Gitour Amphitheater, Dowling Building, Boston City Hospital. 


Wepnespay, Fesruary 2 

*8:00-8:45 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium. 
New England Deaconess Hospital. 

10:30-11:15 a.m. Lecture on Diabetes for Doctors and Patients by a 
Member of the Joslin Clinic. Joslin Auditorium, New England 
Deaconess Hospital. 

*11:00 a.m. Orthopedic Grand pane. Bigelow Amphitheater, White 
3A, husetts General 

*12:00 m. Boston State Hos _ ychiat 
torium, 5: i Morton Street, .—., 

*12:00 m.-1:00 p.m. Clinicopathological Conference. Jimmy Fund 
Building, Chiidren’s Medical Center, 35 Binney Street. 

*12:00 m.-1:00 p.m. Roentgen Diagnostic Conference. 5th-floor 
teaching unit, Beth Israel Hospital. 

*12:00 m.-1:00 p.m. Neurology, Neurosurge: fate chiatry Con- 
ference. Drs, Sullivan, B. elverstone an tearns Audi- 
torium, New England Center Hospital. 

*12:15 p.m. Vascular Rounds. Drs. Edward A. Edwards and Chilton 
Crane. D-Main, Peter Bent Brigham Hospital. 


De Weekly Pathological Meeting. Joslin Auditorium, New 
nd Deaconess Hospital. 

12: oa. 30 p.m. Weekly Staff Review of Autopsies. Dr. William A. 
Meissner. Joslin Auditorium, New England Deaconess Hospital. 

*1:00 p.m. Alcoholism Clinic. Peter Bent Brigham Hospital. 

*1:00 p.m. Massachusetts General Hospital Hand Clinic. Out-Patient 
Department. 

*2:00 p.m. Rectal Clinic. Peter Bent Brigham Hospital. 

*2:00-3:00 p.m. for Practitioners. Jimmy Fund 
Building, Children’s ical Center, 35 Binney Street. 

*4:00-5:30 p.m. Boston City Hospital. 

*4:00-6:00 p.m. Overholt Thoracic Conference. Joslin Auditorium, 
New Restend Deaconess Hospital. 

*6:00 p.m. Alcoholism Clinic. Peter Bent Brigham Hospital. 

*7:30-9:30 p.m. Lahey Clinic Lecture. Joslin Auditorium, New Eng- 
land Deaconess Hospital. 


*Open to the medical profession. 
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Sevenidara @ world-wide use... more 
that billion doses administered 
4 =. ‘millions of patients restored to normal 
h, many saved from death—this is 

» the unsurpassed record of AUREOMYCIN. 


AuREoMYCIN, the first extensively pre- 
scribed broad-spectrum antibiotic, must 
certainly rank with the major thera- 
peutic agents available. 


Thousands of published clinical trials 
have established its eficacy in combating 
many kinds of infection. Thousands of 
doctors give it their highest acclaim by 
regularly employing it in their practices. 


A convenient dosage form for 
every medical requirement. 


HYDROCHLORIDE 
Chlortetracycline HCI] Lederle 
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g...clinically tested’~... 


om polyvitamin in 


malt parti¢le= provides maximum 


absor pnd®utilization...no fishy 
or Vitamin A 8 to 5 times 


VIFORT than 


a, wath 3 times as much 


3 


Each 0.6 ce. of VIFORT drops provides: 


Dro r bottles of 15, 30 and 60 cc. 
vailable: VIFORT capsules, bottles of 30, 100, and 250 


Richmond Hill 18, N.Y. 


£.,et al.: Am. J. Dis. Child. 80:932, 1950. 
‘BD. M., and Sobel, A. E.; J. Invest. Dermat. 12:221, 1949, 
{ ~ and Kanof, A.: Pediatrics 7:632, 1951. 


A. et al.: J. Nutrition 35:225, 1948. 


xxvi 
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wetter be 
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#3 Thiomine Hydrochloride LBimg. 
4 Sando 2 Pyridexine Hydrochloride 
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ELECTR DN PHOTOMICROGRAPH 


Haphylococeus 44,000 


Staphylococcus aureus (Micrococcus pyogenes var. aureus) is a Gram-postive organism 


commonly involved in a great variety of pathologic conditions, including 
pyoderma + abscesses * empyema * otitis + sinusitis + septicemia 


bronchopneumonia + bronchiectasis + tracheobronchitis + and food poisoning. 


It is another of the more than 30 organisms susceptible to 


PANMYCIN 


100 mg. and 250 mg. capsules 
250 mg./tsp. oral suspension (PANMYCIN Readimized ) 


REG. PAT. OFF. 
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almost this quick... 


Erythrocin 


starts to dissolve 


filmtab ... for faster drug absorption 


Now, there’s no delayed action from an enteric coating. The 
new tissue-thin Filmtab coating (marketed only by Abbott) 
starts to disintegrate within 30 seconds after your patient 
swallows it—makes the antibiotic available for immediate 
absorption. 


Because of the swift absorption, your patient gets high 
blood levels of ERYTHROCIN (Erythromycin Stearate, 
Abbott) in less than 2 hours—instead of 4-6 hours as before. 
Peak concentration is reached within 4 hours, with signifi- 
cant concentrations lasting for 8 hours. 


filmtab ... for your patients 


It’s easy on them. Compared with most other widely-used 
antibiotics, Filmtab ERYTHROCIN is less likely to alter normal 
intestinal flora. Prescribe Filmtab ERYTHROCIN for all sus- 
ceptible coccic infections—especially when the organism 
is resistant to other antibiotics. Bottles 


of 25 and 100 (100 and 200 mg). OUbGott 


*TM for Abbott's film sealed tablets, pat. applied for 
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Announcing... 


the first real advance in 
mood-ameliorating 


drugs since 
1939: 


oRAL WYAMINE SuLFATE 


Mephentermine sulfate, Wyeth 


An important new agent to combat mild 
mental depression. 

In marked contrast to other central 
stimulants—which must be combined with 
antagonistic sedatives to avoid irritability — 
Oral WYAMINE Sulfate elevates the mood 
without disturbing the patient or causing 
nervousness. 

In the therapeutic dosage range, WYAMINE 
does not produce excitation, post-therapy 
mood deterioration, or anorexia. Dosage is 
easily adjusted to the needs of the individual 
patient. Has no adverse effect on 

blood pressure. 

Scored tablets of 25 mg.; delightfully palatable 
elixir, 25 mg. per 5-cc. teaspoonful. 


mood amelioration without excitation 


Wigethe | Pritadeiphia 2, Pa. 
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ELECTRON PHOTOMICROGRAPH 


Deft lococctts COE 44,000 


Diplococcus pneumoniae (Streptococcus pneumoniae) is a Gram-positive 


organism commonly involved in 


lobar—and bronchopneumonia + chronic bronchitis * miastoiditis + sinusitis 


otitis media and meningitis. 


It is another of the more than 30 organisms susceptible to 


PANMYCIN 


100 mg. and 250 mg. capsules 
250 mg./tsp. oral suspension (PANMYCIN Readimized ) 


* TRADEMARK, REG. U. S. PAT. OFF. 
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THOROUGHBRED IN ITS FIELD 


Audivox, successor to Western Electric Hearing Aid Division, brings 
the boon of better hearing to thousands. 


These are the Audivox Hearing Aid Dealers who serve you in New 
England. Audivox Dealers are chosen for their competence and 
their interest in your patients’ hearing problems. Hearing is their 


Business! 


NEW ENGLAND 


MAINE 
Portland 
Hearing Aid Co. of Maine 
79 Oak Street 


Bangor 
Williston & Rogers 
26 Central Street 
Tel. Bangor 4089 Tel. 3-6121 
Sanford Waterville 
Arnold's Hearing Center Bernard R. Poulin. 
188 Main Street Opticians 
Tel. 1051-W 131 Main Street 
Tel. 3266 


NEW HAMPSHIRE 
Manchester 
Audiphone Company of 
New Hampshire 
1122 Elm Street 
Tel. Manchester 3-2642 


VERMONT 
Burlington 
Schell Hearing Service 
361 South Winooski Ave. 
Tel 2-0610 


CONNECTICUT 

Bridgeport 
American Surgical Supply 
& Equipment Co. 
1715 Barnum Avenue 
Tel. 5-3116 


Hartford 
Audiphone Company of 
Hartford 
721 Main Street 
Room 319 
Tel. 7-8994 
Waterbury 
Waterbury Hearing 
Center 
157 Banks Street 
Tel. 3-3980 


New Haven 
Professional Equipment 


Tel. 7-2138 
Torrington 
Flieg and Newbury 
45 Water Street 
Tel. 8540 


MASSACHUSETTS 


Boston 
Hasco Hearing Aid 
Service 
101 Tremont Street 
Tel. HUbbard 2-3696 
Hearing Aids Co. of New 
England, Inc. 
501 Washington Street 
Room 60 
Tel. Liberty 2-2175 
E. F. Mahady Company 
Hearing Aid Dept. 
851 Boylston Street 
Tel. KE 6-7100 
Brockton 
I. H. Edlund 
Hearing Service 
401 Kennedy Bidg. 
Tel. 9572 
Gardner 
Smart's Pharmacy 
280 Central Street 
Greenfield 
Eisner Surgical 
74 Federal Street 
Tel. Prescott 2-6388 


Lowell 
Lowell Medical 
Instrument Company 
43 Prescott Street 
Tel. Glenview 8-8469 
Lynn 
Mr. Beverly D. Sayers 
317 Security Trust 
Building 
Tel. LYnn 3-5000 


New Bedford 
Thomas Payne Optical 
694 Pleasant Street 
Tel. 2-0636 
I. H. Edlund 
Hearing Service 
415 Duff Bidg. 
628 Pleasant Street 
Tel. 9-6428 
Pittsfield 
Audiphone Company 
74 North Street 
Tel 2-3689 
Quincy 
Hearing Aid Co. 
of incy 
21 Chestnut Street 
Tel. President 3-5533 
South Shore Hearing 
Aid Associates 
4 Maple Street 
Tel. President 3-8118 
Springfield 
Springfield Hearing 
Center 
1597 Main Street 
Tel. 7-2356 
Waltham 
Bennet R. O'Neil 
742 Main Street 
Worcester 
Central Audiphone 
any 


Qding) 
Tel. Worcester 5-4734 


RHODE ISLAND 
Providence 
Community Hearing 
Center 
314 Howard Building 
Tel. Gaspee 1-2209 
Gaspee 1-7153 
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ADVERTISING SECTION 


thoroughbred 


Only a long and celebrated ancestry can 
produce a champion racing thoroughbred. 


Only audivox in the hearing-aid field can trace an 
ancestry that includes both Western Electric and Bell 
Telephone Laboratories. audivox lineage springs from 


the pioneer experiments of Dr. Alexander Graham Bell, 
furthered by the development of the hearing aid at Bell 
Telephone Laboratories, brought to fruition by Western 
Electric and audivox engineers. 


Successor to Western Flechric Hearing Aid Division 
123 Worcester St., Boston, Mass. 


all-transistor 
Model 72 
by Audivox 


audivox presents a versatile new tool in the psycho- 
logical and somatic management of hearing loss — the 
Model 72 ‘‘New World.” Because it departs completely 
from conventional hearing-aid appearance, this tiny 
“prosthetic ear’’ may be worn as a barrette, tie clip, or 
clasp without concealment. Resultant benefits include 
new poise and new aural acuity for the wearer through 
free-field reception without clothing rustle. 


MANY DOCTORS rely on career Audivox deal- 
ers for conscientious, prompt attention to their 
patients’ hearing needs. There is an Audivox 
dealer — chosen for his interest, ability, and 
integrity — in every major city. 


the thoroughbred hearing aid 
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Greater Comfort 
for the Hypertensive Patient 


Simpler Patient Management 


for the Physician 


/ IN SINGLE TABLET FORM 


@ No complicated dosage instructions different for 
each drug... 


@ Dosage governed only by response to potent anti- 
/ hypertensive component... 


@ Potentiating action of Rauwiloid® produces full effi- 
cacy of potent drug from lower dosage... 


@ Fewer and less burdensome side actions because of 
smaller doses needed. 


Rauwiloid® + Veriloid® Rauwiloid® + Hexamethonium 


Rauwiloid 1 mg. and Veriloid 3 mg. Rauwiloid 1 mg. and Hexamethonium 
IN A SINGLE TABLET Chloride Dihydrate 250 mg. 


Initial dosage, 1 tablet t.id., p.c. In shade aa 
bottles of 100, an average month’s supply. Initial dosage, 14 tablet q.i.d., before meals and on 
retiring. In bottles of 100 slow-dissolving scored 
tablets. For cautions to be observed with hex- 
amethonium, a booklet is available on request. 


LABORATORIES, INC., tos ancetes 48, cauir. 
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